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(a4) gaM# 1-4 : 38 (Q850)F1$14T:ff V) t:Eili3 ODH$14U,  ViA15.10) 7 Z J 

EN 	zt-rmeagiii, 

(a5) gaM*1-4 : 39 (Q153101-1$14RWA) t:.:Ea0DH$IMVA15.10) 7 Z j 

RgEN 	-- Z ti-Miliail3iii, 

(a6) gaM# 1-4 : 40 (Q3540)F1$1415-1) t:Eili3 ODH$IMVA15.10) 7 Z j 

RgEN 	-- Z ti-Miliail3iii, 

(a7) gEN*1-4 : 41 (Q3600)F1$14RW5-1) I,: Ego0H$IMV,A15.10) 7 Z j 

RgEN 	-- Z ti-Miliail3iii, 

(a8) gEN*1-4 : 42 (44o5a)Fitl_RW5-71) t:.-_,EaoH$14_JIA15.1a) 7 Z j 

RgEN 	-- Z ti-Miliail3iii, 

(a9) gEN*1-41  : 43 (Q4580)F1$14_RiiAti) 	t:.-.. gaik,a)H$14r:m_Rqtla) 7 z i 

(a10) gaM*1-4 : 44 (44600FitIMIA±5-1) t:.-_,EoHtIMVA15.1a) 7 Z i 

(a11) gaM*1-4 : 45 (4499oHtIMIA±5-1) t:.-_,ER4oHtIMRW5.1a) 7 Z i 

Rge,M --  Zti-Meca3glii. 

(31) 	gUl_1# 1-41  : 46 (J23207F1$14_1Ati) t:Ea)FltIMVX0) 7 Z i 

Rge,M --  Zti-Miliag3Iii, 

(b2) gEN*1-4 : 47 (J259071-1$14RWA) I,: Ea0DH$IMVA15.10) 7 Z i 

Rge,M --  Zti-Meca3glii. 

(b3) gEN*1-4 : 48 (J268071-1$14_RWA) I,: Ea0DH$IMVA15.10) 7 Z i 

WO 2012/067176 6 PCT/JP2011/076486 

(a1) 13^#^: 35 (Q1 ©HURT^I^) lZ^m<Dm*I&&i$<D7 $ JII 

(a2) I3^#^:36 (031©H^RT^^) tClEi^HflqT^Iii© 7$ 7II 

(a3) I3^S^:37 (Q1 ©HURT^I^) tClEi^HflqT^Iii© 7 $ JII 

(a4) I3^y#^:38 (Q850H|IqT^IJi) tClEi^HflqT^Iii© T7 $ y II 

(a5) i3^y#^:39 (oi53©H^RT^J^) iztmom^^moy$ y 
11135*] £ # t £ 

(a6) i3^y#^:40 (0354©H^RT^J^) iztmom^^moy$ y 
niB^y £ # t £ 

(a7) I3^y#^:41 (O360©H^Rr^J^) tClEi^HflqT^Iii© T7$ y 
niB^y £ # t z> 

(a8) i3^y#^:42 (O405©H^RT^J^) iztmom^^moy$ y 
11135*] £ # t £ 

(a9) i3^y#^:43 (0458©H^RT^J^) iztmom^^moy$ yII 

(a10) I3^y#^ : 44 (Q4600H|Iqr^IJi) tClEi^HflqT^Iii© T7 $ y 
niB^y 

(a11) I3^y#^:45 (Q4990H|IqT^IJi) tClEi^HflqT^Iii© T7 $ y 
niB^y 
(bi) i3^y#^:46 (j2320Hiiqr^iJi) iztmom^^moy$ y 

niB^y £ # t £ 
(b2) I3^y#^:47 (J2590H|IqT^IJi) tClEi^HflqT^Iii© T7 $ y 

niB^y £ # t £ 
(b3) I3^y#^:48 (J2680H|IqT^IJi) tClEi^HflqT^Iii© T7$ y 
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mem 	z t-r-oe-a3ma, 

(b4) gEN*1-41 : 49 (n000l-Itl_JIA±A) t:.-_,EikoH$IMI_Rqtia) 7 Z J 

REM 	z t-r-oe-a3ma, 

(b5) gEN*1-41 : 50 (J321 ol-Itl_R'ilAti) t:.-_,EaoH$IMI_Rqtia) 7 z i 

RgEN 	z t-r-oe-a3ma, 

(b6) gEN*1-41 : 51 	(J32607-Itl_JIA±A) t:.-_,EikoH$IMI_Rqtia) 7 z J 

REM 	z t-r-oe-a3ma, 

(b7) gEN*1-41 : 52 (J32707-Itl_JIA±A) t:.-_,EikoH$IMI_Rqtia) 7 z J 

REM 	z t-r-oe-a3ma, 

(b8) gEN*1-41 : 53 (J33907-Itl_JIA±A) t:ENC,01-ItIM_IAtia)7 z J 

REM 	z t-r-oe-a3ma, 

(b9) gam*,4 : 54 (J3440)H$14 1 'Vq±A) I,: E$S40)H$IMVAX0)7 Z J 

REM 	z t-r-oe-a3ma, 

(1010) 	gEN*1-4 : 55 (J346oHtIMA_IAti) t:.-_,EaoldA_IAtia)77 z J 

	

REM 	z t-r-oe-a3ma, 

	

(b11) 	gam*-- : 172 ( J 14207 Flt14 i' -  ViA ti ) 	t:.-. 2a 	OD Fl$14rd Va IA 0) 7 :-.•:', 

J REM 	Z ttage-aga. 

[ 6 ] 	ME07J-0) /7° 	KLMna)7J1 ,), 7° 	Kt:.- 	A-V-LZti-Vge-a3M1i1 

e-Fga (c1) — (d 0) /3\ 631t.tStiz o TtibN 0)7 Z i RgEN/J\ 6 tsZL$14cDR 

A- tiN ti-Mtlii -a3111341 	tc 1, 	a' 41. LfAglY 9 :.:111 	ot-ruciii-a713fiC 	at,`, 	[ 3 

] t:.-_,Eao*slixtt-ruciii-a3 	: 
(d ) 	goi#-'4 : 138, 	139, 	140 (L207314CDR) 	t:Eili3O)314CDR1, 2, 30) 

7 Z I MEM 	z timeaga, 

(c2) gam#-'4 : 141, 	142, 	143 (L45073I4CDR) 	(ZEili3 O)314CDR1, 	2, 	30) 

7 2 I MEM 	z timeaga, 

(c3) gam*-- : 144, 	145, 	146 (L248073I4CDR) 	t:.:Eili3O)314CDR1, 	2, 	3 

07 z IRMA 	Z ttage-amiLL, 

(c4) gEm*-.4 : 147, 	148, 	149 (_3240)314cm) 	t:.:Eili3O)314CDR1, 	2, 	3 

WO 2012/067176 7 PCT/JP2011/076486 

(b4) i3^y#^:49 (mrnm^^m) $ y 
mm 

(b5) iB^y#^: 50 (j32i0Hiiqr^iJi) iztmom^^moy $ y 
niB^y 

(b6) iB^y#^: 51 (j3260Hiiqr^iJi) iztmom^^moy$ y 
niB^y 

(b7) |B^#^:52 (J3270H|IpT^IJi) lZ^m<Dm*I&&i$<D7 $ J 
mm 

(b8) iB^y#^: 53 (j3390Hiiqr^iJi) iztmom^^moy$ y 
niB^y £ M t z> 

(b9) iB^y#^: 54 (j3440Hiiqr^iJi) iztmom^^moy$ y 
niB^y £ # t z> 

(M0) iB^y#^: 55 (j3460Hiiqr^iJi) iztmom^^moy$ y 

(bl 1) IB^y#^ : 172 (J1420H|IqT^IJi) tClEi^HflqT^Iii© 7 $ 

y niB^y £ # t £ 

ifTIE (c 1) ~ (c 10) yillB^y^^^^LUCDR 

(c1) 13^]#^ : 138, 139, 140 (L20LHCDR) tC§Ei6<£>UlCDR1, 2, 3GO 

(c2) IB^y#^ : 141, 142, 143 (L450LHCDR) tC§Ei6<£>UlCDR1, 2, 3GO 

(c3) IB^y#^ : 144, 145, 146 (L2480LHCDR) tC§Ei6<£>UlCDR1, 2, 3 

(D7$ y^BB^£#-f 

(c4) IB^y#^ : 147, 148, 149 (L3240LHCDR) tC§Ei6<£>UlCDR1, 2, 3 
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19)7 Z i 	gEN -  Z ti-age-am,fiC, 

(c5) gEN*1-4: 150, 	151, 	152 (L3340)L 14CDR) 	(:E 	0)L 	2, 	3 

0)7 Z i REM 	Z ti-age-a3m,fiC, 

(c6) gEN*1-4: 153, 	154, 	155 (L37700314CDR) 	6:E 	00L 	2, 3 

0)7 Z i REM 	Z ti-age-a3m,fiC, 

(c7) gEN*1-4: 156, 	157, 	158 (L4040)L I4CDR) 	(,:.:ENC,0)314CDR1, 	2, 	3 

0)7 Z i REM 	Z ti-age-a3m,fiC, 

(c8) gEN*1-4: 159, 	160, 	161 	(L4060)L 14CDR) 	(:E 	0)L 	2, 	3 

0)7 Z I RgEN -  Z ti-age-a3m,fiC, 

(c9) gam#24: 137, 	138, 	139 (L408003I4CDR) 	t:.-_,Eik,0)314CDR1, 	2, 	3 

0)7 Z I RgEN -  zti-age-a3m,fiC, 

WO 	gaM*1-4 : 177, 	178, 	179 (L18000314CDR) (Z. Ea0)314CDR1, 2, 3 

0)7 Z I RgEN -  zti-age-am,ftc. 

[ 7 ] 	ME0)7J1,), KLMIEla)7J11)K6:.-_ -A-V-Lzt-r`LIge-a3Mi1 

eT,E (c1) — (c10) /3\ 6ilitStt.ZOTtt.b\ 0)7Z JOH01_113\ 61SZL$IM 

_'''*±=1 -A-tiNti-i,ENAi-a3,13'fii 	tc l, 	a' tt.LAROig t::_pMottLEAiii-a3 131i1 	-•A-tiN 

, 	[ 3 ] 6:.-_,ENC0D*ffiliAtti-ERAia3 

(c1) gOIJ*1-41  : 56 (L2a)314 ,Ati) t:.-_,Eaa)314 ,Atia)7Z IR 

gEN -zt-r`LIge-a3m,iii, 

(c2) gEN*1-41  : 57 (L450)314 ,Ati) t:.-_,Eaa)314_ ,Atia)7Z IR 

gEN 	z ti-Vgela531i1, 

(c3) gOIJ*1-41 : 58 (L248oLtIMVAX) t:.-_,EaoLtIMVAtio7Z J 

RgOli -  Zti-Vg*ii-a3ma, 

(c4) gOIJ*1-41 : 59 (L324oLtIMVAX) t:.-_,EaoLtIMVAtio7Z J 

gOli -  Zti-Vg*ii-a3ma, 

(c5) gOIJ*1-41  : 60 (L334oLtIMVAX) t:.-_,EaoLtIMVAtio7Z J 

gOli -  Zti-Vg*ii-a3ma, 

(c6) gOIJ*1-41  : 61 (L377oLtIMVAX) t:.-_,EaoLtIMVAtio7z J 

WO 2012/067176 8 PCT/JP2011/076486 

(D7$ 

(c5) 13^]#^: 150, 151, 152 (L3340LHCDR) ^|Ei6®L|lCDR1N 2% 3 

0 y $ j ^ £ SL 

(c6) 13^]#^: 153, 154% 155 (L3770LHCDR) ^|Ei6®L|lCDR1N 2% 3 

0 y $ y |||3^y £ ̂  f 

(c7) 13^]#^: 156, 157, 158 (L4040LHCDR) £§E*6©UiCDR1, 2, 3 

0 y $ y |||3^y £ ̂  f £ ̂TL 

(c8) 13^]#^: 159, 160, 161 (L4060LHCDR) £§E*6©UiCDR1, 2, 3 

(D7$ y^BB^y£#-f 

(c9) 13^]#^ : 137, 138, 139 (L4080LHCDR) £§E*6©UiCDR1, 2, 3 

(D7 $ y IIIB^y^Wt" PP^UN 

(c 10) 13^]#^ : 177, 178, 179 (L1800LHCDR) £§E*6©UiCDR1, 2, 3 

0 y $ j |||3^y £ ̂  Z JI^SP&o 

tf~F§E (c 1) ~ (c 10) yI£l3^y7^&£LfM 

|i£:pI±^£: #nPiu S 7c ti Z tl t tC IH^I® iaJ^lp-n pP-fu 
, [3] = 

(c 1) iB^y#^:56 (L20Liiqr^iJi) K§E*6©uiRr^$©:p$ yit 

(c2) iB^y#^:57 (L450Liiqr^iJi) KIEi^LfM^Iit© 7 $ y It 

(c3) iB^y#^: 58 (L2480Liiqr^iJi) iztmoim^^moy$ y 
IIIB^y £ # f £ SLU^^SP&S 

(c4) IB^y#^ : 59 (L3240L|IqT^IJi) tClEi^LflqT^Iii© T7 $ y 

niB^y £ M t z 
(c5) IB^y#^ : 60 (L3340L|IqT^IJi) tCiE®©L^Rr^J^©7$ y 

mm 
(c6) IB^y#^:61 (L3770L|Iqr^IJi) tciEi^Lfiqr^iii© T7 $ y 
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MEN 	Z tAffseat131A, 

(c7) ge,N# 1-4 : 62 (L4040)3143M-1) tz.:E$10)13141WAX0) 7 Z J 

MEN 	Z tnfseat1311C, 

(c8) gERI# I-4 : 63 (L40601-th -ViRA) 6:lai1Z0)LtIMV0) 7 Z J 

MEM 	Z ti-MeatE1311C, 

(c9) gEN#'41  : 64 (L40801-01 -0Aft) ‘::_gEg,013ViAtia) 7 Z i 

MEN 	Z truge-MEMILL, 

(c10) gEN#'41  : 173 (L1800)3141:1-A'ql) KlEa0)3141:AIRIA0) 7 Z 

I RNA 	-4-  Z gElii-agfiLL. 

( 8 ) 	-:s 66:A —8 c, T.M=a) t ,) /' .7°- 	retr-AoHtEZWAti -ggi-, 

ME8,tveMn0)7J-0) 	Ket-Al2t0314-ZVA151A-tiN, 	[3) t:.-_,Eao) 

*wtiAtttr-LRea3. 

[9) 	M-8 ct rfM=0)7J1 i) /7° 	Keti-E12t0)dtrZWAXA-gi-, ME 8 

ct vtMEE1 0 t ,) /7° 	KIYM-A2t01314-1"VAtAgt (3) t:-_,Egcog,s*A 

ihttiMe-a3T---e -D -c, 	-,3_ 66:.-AEot 1) ,'7° 	K L MEI a) t i) /7°. 	K 

elti&1314T 	Z, 	( 3 ) t:Eii0)**IiAtti--Ligeca3.3 

[ 1 0) 	M-07J-0) ,'7° 	Ke-FE (dl) — (d6) 0 	)1,— 7°75\ 6 ig6 tt. 

z ki \ T41.75\ a) 7-z IRMA 	7-c_- (, -F,la (d7) — (d9) 0 	)1,— 7°75\ 6 ilt.tftt. 

Z 0 T11.13\ 07 	J RNA IP 6 74: 	itt,14 0) HO VVA ta -g.7.)-, M = 0) Ai' ') 

.7° 	Ke_hEM-0)7J1 ') 	.7° 	K L 1, A1-SZ 	‘)1.— 7°75\ 6 illtStLZ 1,\ Ttt.75\ 

0 7 -1  Z i Mg01175 \ 6 14: Z YE121K 0 DFIthtViAld 	g tiN , 	( 8) 	V-z-_- l, 	[9) 	t:.-_,12, 

awb' rtiAttAige-a3 	: 

(dl) 	gam#,43  : 65 (G4k) t:_gEa0Httr,t1101, 

(d2) ge,M# 1-41  : 66 (z7) (ZE$S40)Htl4V,Vatt, 

(d3) gERI# 1-41  : 67 (z55) r.-.1Eilog)HtirXWAX, 

(d4) EN* '4 : 68 (z106) t:Eili,a)FINVigiilii, 

(d5) §e,M#'-4 : 69 (z118) IZIENC01-10tVgqii, 

(d6) EN* I-4 : 70 (z121) t::_kaa)HOV,VAIri, 

WO 2012/067176 9 PCT/JP2011/076486 

pIMiU 

(c7) : 62 (L4040L|IpT^IJi) K!B*6©L^RT^$©;P$ ̂  

niB^y &Mt & 

(c8) : 63 (L406©L||pr^Iii) (CfEf^LfM^IIiiGD^ J 

illB^y £ Mt Z> 

(c9) SB^y#-^ : 64 (L4080LiIpT^Iii) tClEi^LiM^Ppiltf);7^ J 

IIIB^y^Wt" pIMlU 

(c 10) |B^y#^:173 (L1800L|Iqr^Il^) JCl3«6©L^Rr^^©7$ 

J ItlB^y pPiuo 

M = &£X?W.m(D7fsy<73L [3] tCiBic® 

[9] ig-£<££/f§'J ̂  7° 51 m = & 

C3] tC|E*6®#fi^ 

[1 0] m-(D7f^J^y°^- K^TIE (d 1) ~ (d6) GQ?'JU-7>£>5iitftl 

yl£IB?y3;/c&T§E (d7) ~ (d9) 0?\iU-7>£>5iI«tl 

7°^ K £ 7"JU-7> bg^'tlS 

C8] [9] tClE 

(d1) @B?y#^:65 (G4k) £§3Si©H$li£?}^i& 

(d2) IB^#^ : 66 (z7) tC§E*6©HfI£;^Pl 

(d3) IB^y#^ : 67 (z55) KsBfc0H$l£?j^j& 

(d4) IB^#^ : 68 (z106) tClEic^HH^^m 

(d5) IB^y#^ : 69 (z118) £lE*S©H$I£?j^& 

(d6) @B^#^:70 (z121) tC|E«6©H|I^^m 



WO 2012/067176 
	

10 
	

PCT/JP2011/076486 

(d7) gEN# 1-41  : 71 (G4h) (ZE$S40)11$141 iAti, 

(d8) gaM# 1-41  : 72 (z107) (ZER40)1-1$14-Zgq±51, 

(d9) gaM# 1-41  : 73 (z119) (ZER40)1-1$14-Zgq±51°  

C 1 1) 	MEL MIE10)7J1 ') 1' .7° 	KeTE (e) 0)7Z JOHEN75\61'sZtti, 

1* 03AZ WAX 	at`, 	C 8 ] 	tc 1, 	C 9 ] I,:2 NCO)* wtixtt-r-amii-a• 

(e) 	gEN# 1-41  : 74 (k) (,:.:E0)3147fWiAtio 

[ 1 2] 	M—oti) ,' .7° 	KeTE (a1) — (a14) 75`6326St1.ZOT41,75\ 

0)tivi*FitI4 -ggi-, 	MO)7J1'), 7° 	Imo/ TE (01) — (b12) b`6326St1.Z 

0 TtLiJN OttAKFIt14 	ate, MEC) t 1) i'  7° 	K LMEIGAI ,) ,'7° 	KeTE 

(c1) 	— 	(c10) 	13\ 6ilitStLZOTtLIJNOttv14K1-$14 -gti', 	C8] 	t..,:l, 	[9 

] t:.-_,Eam*wtixtt-r-age-a3 	: 
(al) 	gEN# 1-41  : 1 	(Q1-G4k) 6:.-_,Eao7 z i REM /3\ 6 tsZti-E14KH$14, 

(a2) gaM# 1-4 : 2 (Q31-z7) t:.-_,ENC07Z i RgEMIJN 6 tsZttAKI-1$14. 

(a3) gog*.-4. : 3 (Q64-z55) 6:.-_,Eak,o7z ingmod75\ 6 tSZtAl2tql$14. 

(a4) gEN# 1-41  : 10 (Q64-z7) t:.-_E1 4077; i RgEN75\ 6 tsZ tA14cql$14, 

(a5) gEN# 1-41  : 11 	(Q85-G4k) t:.-_,E1Y407ZiRgEN75\67`sZttAFItI4, 

(a6) gEN# 1-41  : 12 (Q153-G4k) 6ZER407Z i RgEN75\ 6 tsZ tA14cql$14, 

(a7) gEN*1-41  : 13 (Q354-z106) (Zgaaa) 7 z i mgambN 6 tsz ttLi*H$14 

. 
(a8) gEN# 1-41  : 14 (Q360-G4k) t:.-_,ER407ZiRgEN75\6 7sZttAFItI4, 

(a9) gEN*1-41  : 15 (Q360-z118) 6:.-_,Eam7 z i mem /3\ 6 ts z ttLi2tKH$14 

. 
(a10) gEN*1-41  : 16 (Q405-G4k) t:.-_,ENza) 7 z ingmod75\ 6 ts z tAi2tKH$14 

. 
(a11) gEN# 1-41  : 17 (Q458-z106) 6:.-_,Eili,07ZiRgEN75\61sZttAFItl4 

, 

(a12) gEN# 1-41  : 18 (Q460-z121) 6ZEili,07Z i RgEN75\ 6tsZtAl2tql$14 

(L2Lz-09l7O) 8L : ^SIi£0S (2LB) 
v 

>Z0S2|21 (90LZ-85170) LI : ^#li£0S (Lie) 
v 

(%O-90t7O) 9L : -^#0^31 (0L®) 
v 

(8LLZ-09£O) 91 : ^SIi£0S (6®) 

9^04Sill^ ^0)2>2§ 11 (%0-09£O) W =-^#0431 (8®) 
v 

>Z0S2|21 (90lz-t79£O) £1 : ^SIi£0S U®) 

(%0-£9lO) 21 : -^#0431 (9®) 

(%0-980) 11 =-^#0431 (9®) 

Uz-fr90) 0L = i*#[te0S (t76) 

(992-wo) e = ^sr^aa (ee) 
(Z.z-L£0) 2 :-^Sfi^l (ze) 

(%0-LO) I : -^Sfi^l (L6) 

= ±&&mmmmm%cDM£iy c 

6] £F-/£ [8] (01°) ~ (L°) 

21 ^yfi O^0E3^^?.H ^yfi ̂CO = m ^OK^lM-O 

(ziq) ~ (iq) 

(we) ~ (LB) ^o£vfio*0)-|g [3 L] 

°PFi^^ina)S2iri oo PL • %m\\m (8) 

: i 

^^3/fl-W#«#a)S2|ri [6] T)~J--£ C8] \^^M^^ItlO)*j< 

:uf<2:#<=K0[te0S^£^<2> (8) V fi o*0EZI|!g^H|g [L L] 

°pFM^^IiH0S2in (61 Lz) £Z.:-^Sfi^S (6P) 

W^^IiH0S2in U0lz) ZL-^mm (8P) 

W^^IfHO)2>2§-1 (4170) IL • -^Sfi^SS UP) 

98t9/.0/n0ZdfAL3d 01-9/.U90/ZI0Z OAV 



WO 2012/067176 
	

11 
	

PCT/JP2011/076486 

(a13) gaM# 1-41  : 19 (Q499-z118) 	t:.:Eaa) 7 Z i RgaMbN 6 1::1: Z tA14K1-1$14 

(a14) gaM# 1-41  : 20 (Q499-z121) (:.= Ea a) 7 Z i RNA b` 6 11: Z tA14K1-1$14 

(101) gEN# 1-4 : 4 (J268-G4h) t:ENC, 0)7 z i RNA 75\ 6 tsztAl2tql$14, 

(b2) gaM# 1-41  : 5 (J321-G4h) t:Eili,a) 7 z i RgEN75\ 6 tszt-Al2tql$14, 

(b3) gaM# 1-41  : 6 (J326-z107) 6:.-_,EA077 z i MEM /3\ 6 tsztr-vf*Ht14, 

(b4) gEN*14 : 7 (J344-z107) t:ENC, 0)7 z i UgaM75` 6 tSZtA14KFIt14, 

(b5) gaM# 1-4 : 21 (J232-G4h) 6: E07 7 z i UgaM75` 6 tSZtA14KFI$14, 

(b6) gam#24 : 22 (J259-z107) 	6:.-_,Eika)7 z ipgam75\ 6i-szti--vi*Htlq 

(b7) gaM# 1-41  : 23 (J300-z107) (ZENta0)77  Z i RgaM75\ 6 ti: Z ttvi*H$14 

(b8) gam#24 : 24 (J327-z107) 6:.-_,Eika)7 z ipgam75\ 6i-szti--vi*Htlq 

(b9) gaM# 1-41  : 25 (J327-z119) (ZEN60)77  Z i Rgam75\ 6,-szti--vi*Htlq 

(b10) gam#24 : 26 (J339-z119) 6ZENC,0 7 Z i Rgam75\ 6 ts z t-r-vi*Htlq 

(b11) gaM# 1-41  : 27 (J346-z107) (ZENC,O) 7 Z i Rgam75\ 6 ts z t-r-vi*Htlq 

(b12) gaM# 1-41  : 170 (J142-G4h) 6ZENC,0 7 Z J REM75\ 6 ti: Z ttv1*H$14 

(c1) gam*.-4 : 8 (L2-k) t:ENC,a) 7 z i RgEN75\ 6 tszttvf2tK1314, 

(c2) gaM# 1-41  : 9 (L45-k) 	6:.-.1ENC,O) 7 Z i RgaM75` 61'SZtAl2tK1-$14, 

(c3) gaM# 1-41  : 28 (L248-k) t: EE 	07 7 z i RAEM75\ 6 tSZtAl2tK1-$14, 

(c4) gam#24 : 29 (L324-k) t:.-_,Eao 7 Z i RfiaM75` 6 tSZtAl2tK1-$14, 

WO 2012/067176 11 PCT/JP2011/076486 

(a13) I3^US^:19 (Q499-z118) iZtmOT $ J ItlB^Jfr 

(a14) : 20 (Q499-z121) KIE**©^ JWMWS 

(b1) IB^J#^ : 4 (J268-G4h) KIE**©^ yitlB^Jfr 

(b2) : 5 (J321-G4h) £§E*6©:P$ 7ItlB^fr 

(b3) 13^0#^ : 6 (J326-z107) JCiE®©7$ 

(b4) IB^!J#-§- : 7 (J344-z107) KIE**©^ J ItlB^fr^ 

(b5) IB^S^:21 (J232—G4h) £§E*6©:P$ 7 

(b6) IB^y#^ : 22 (J259-z107) KIE**©^ J ItlB^fr^ 

(b7) IB^y#^ : 23 (J300-z107) KIE**©^ JItlB^fr^ 

(b8) IB^y#^ : 24 (J327-z107) KIE**©^ J ItlB^fr^ 

(b9) IB^y#^ : 25 (J327-z119) KIE**©^ J ItlB^fr^ 

(b10) IB^y#^ : 26 (J339-z119) KIE**©^ J ItlB^fr^ 

(b11) IB^y#^ : 27 (J346-z107) KIE**©^ JItlB^fr^ 

(b12) IB^y#^ : 170 (J142—G4h) KIE**©^ JItlB^fr^ 

(c1) IB^y#^ : 8 (L2-k) tClEicCD^^yillB^y^^^^^LlI, 

(c2) IB^y#^ : 9 (L45—k) tClEicCD^^ 7 

(c3) IB^y#^ : 28 (L248-k) tClEicCD^^ 7 

(c4) IB^S^:29 (L324—k) K§E*6©:P$ 7ItlB^fr^ 
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(c5) gaM#14 : 30 (L334-k) (ZERO) 7 Z i 	EM 13` 6 td: Z tivi*L$14, 

(c6) gEN#14 : 31 (L377-k) (ZERO) 7 Z i RgEMIJ\ 6 tSZtiv1*Lt14, 

(c7) gEN# 1-41  : 32 (L404-k) (ZERO) 7 Z ingMENIJ\ 6 tSZ tivi*L$14, 

(c8) gEN# 1-41  : 33 (L406-k) 6Z.Ea07 z imgamb\ 6 tsz t-r-v1*L$14, 

(c9) gaM# 1-41  : 34 (L408-k) (ZER40)7 Z i RgEN75\ 61-S Zti-NKL$14, 

(cio) 	guij#24 : 171 	(L180-k) t:ENZ077 Z jOgrigaM75\ 6 tsZ th`,12tKLM 

[ 1 3) 	M—ot ,) /7°-  Ke, 	c 1 2) 	a) (a1) — (a14) 071,`1'4'05`6 

EQt,G)iii,14KODHOL 	(c1) ^-(c10) 0)T41.75` (12,UOitt,4401_005\ 61:4;zitt, 

12tetlii 	Z 1 E I- —7°  L E4-Zi 

0

E I- — .7°t.-_e-E\A-ztr-agal,i-aga-g- 

a)., 	m.197;ilipo'7°K7`, 	[1 2) CD (b1) - (b12) ooTto,,ta- taao  

th`,14KOHOL 	(cl) — (c10) ok,\T4-05\izzaaot-n-A2ta)31475\67,szy,-,12tee, 

-a -z I E I- — •7°L 24 -  Z 1 E I- —7T.-_*,i-a--zti-ime-aviLL-gti•, 	c 

1) tz_gairog)*•m*pttage-a3c. 

c 1 4 ) 	M—Ot ') i' .7°-  Ke, -FE (el) — (e3) 75\ 631.tatt,ZoTtt. 

/3\ Oti-NKOH$14 -ggi-, 	=07t')M 	i'.7° 	KeTE (f 1) — (f3) 13\ 6ill6 tt. 

Z ki \ TI-05` Ofi-tAIDFIti4A- , MEIDt ') /7° 	K LMIE10t 1 ) 	7° 	K/3 

-FE (g1) — (g4) 75\ 6iliatt.ZOT4-05\0Al2t0)1314 -gt,•, 	( 8) 	V-z-_- 1, 

[ 9 ) 6ZENCO7***Aftti-VgAi-a3  

(el) 	[ .1 2) 	0 	(al) 	— 	(a14) 	a)L\ T41.75\ a)ftvf2ta)FIE4L 	(c1) 	— 	(clo) 

a)o T4-03\ rlEaa)ttvf2ta)314/3\ 6 tsztr-vf2tee-a -  z i E I- —7°L* 	Z 

i E I- — 71z.: ei t 	Z ttL171c a) Ht14, 

(e2) (el )b\ 6iliatt,Zoftt.75\0tAl2t0)Htjg.:80•ZKabat t 	i 	1) 	sl,:.-. 

ct Z341A-, 	3511, 	4941, 	6111, 	6211, 	9611, 	9811, 	10011, 	10013418 	t$102c, 

I10777 	iggMab`632.6Stt.Z, 4-.PtS < L t 1 -D077Z ingMae1t,0)7Z 

ig,At:.-..Mitzttvco Zttvf4Kod$14, 

(e3) (el )b\ 6iliatt,Zoftt.75\10tAl2t0)Htjgc.80•ZKabat t 	i 	1) 	'6:.-.. 

ct Z 34fiC 0) 7 Z ) OgMa e 4 V 1=1 (iJ, 35410 7 Z i omae7 7 J .5 

, 	)1,,9,  z 	7-L-6-t 1) 	, 4941077Z ) gmae-ti) 	, 6111077 -Z i 

WO 2012/067176 12 PCT/JP2011/076486 

(c5) : 30 (L334—k) tClE®©^ 

(c6) BBflJ#^ : 31 (L377—k) iZtmOT $ 71115^^ bKZMUm, 
(c7) IB^J#^ : 32 (L404-k) ICIE**©^ yitlB^Jfr 
(c8) IB^y#^ : 33 (L406-k) ICIE**©^ 7ft£^1*1-11, 
(c9) IB^y#^ : 34 (L408-k) IC|E*6©7$ 

(c 10) SB^y#^ : 171 (L180—k) KIE**©^ J ItlB^fr b 

[13] ^-®/1N0|J^70^ K^\ [1 2] GO (a1) ~ (a14) GQiN-ftlfrtC 

mmortKwmmt (cD ~ (ci0) 
S x tf K — 7Pt § x tf K — 7°tCilp-nt"£ JjtJ^ilp'n p|3{u# 

K^\ [1 2] © (b1) ~ (b12) ©iNf-'tlAHClEila) 

$KW(Dmt (c1) ~ (c 10) 

n" ~$T ^ tf K — 7° ̂  x tf K — 7°tCftpn" if" •?> JnJ^ilp'n pPiu £ # £J\ C 

1 ] 

[1 4] ^-®/1N0|J^70^ K^\ TIE (e 1) ~ (e3) tl£ 

KtfTIE (f 1) ~ (f3) 

M = (D7iK >J Ktf 

TIE (g1) ~ (g4) [8] 

[9] : 

(e1) [1 2) 0 (a1) ~ (a14) (c1) ~ (c10) 

<D ^ tnfr izmmom-fcoimfr btzz s ̂  t° K - 70 ^ a*f-t £ 
xt? S — 7°H^p'nT JatfcCDH$tN 

(e2) (e1)^^^ltftl^l^-rtl^®^nfr®H|I^C^5^SKabat -fy/^y^Z 

<££3435£u 49£u 6HIU 62£u 96£u 98fiu 100&, 100bft;£<£^102 

{\L(D7$ '>&< 1 -D(D7$ $ 

(e3) (e1)^^^ltftl^l^-rtl^®^nfr®H|I^C^5^SKabat 

J:-2)34^07 $ yil^S^y 7 CK^X 35{U®:P$ y 

x $y^tciz-tz'jx 49{i077$ yitas^-tz u >N eHu®^^ y 
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nimaiy7')1,*= -, 62110) 7 -Z I OtiRaff /')1/51 Z 	O'3t, 9613107 Z i oti 

Rafft')% 	t.,-_-cg. 	I, A- = 	, 9 8a 0 7 :.=.,7 I 0130lat< i) 	-. 1 tc a 7-7)1,* 

:-_•.;, 100110)7Z )0iTiRae7 	=)l.77--,=>V";_ll:T: 	100b1107 

Z )5'310AVY 	') 7>, 	Oa, 	10211C7 ...Z i RIARaii -- 1=1 	>--ezfj-i-, 

I* a) Fl$14, 

(f1) 	[ 1 23 	0 (bl) — (b12) 0)1 	ft1.75\0#ii,40)H0L 	(cl) — (c10) 

a) o 	n. ii \ ofh`,401_0413\ i,  ts. z ftyptinlii- a -- z = E 1- - 7°  Lffi*t  Z 1E I- 
-71::_e-a-4- ztid2t01-1t14, 

(f2) (f1)00T41.75`0V-04cFlOtz..-.6GIZKabat t f/0) :, 	‘(Z.-,t Z35,(A, 	53 

tx_i, 7311, 761, 9611, 9811, 10011t c tf100a10) 7 Zi. i gma,5\ 6gtsti, 

, ws. < L t .1 -D0)7 Z i 031Raffit07 Z )MIZE1 -,'_ tt-C 0 	f-riA4cODH 

(f3) (f1)01,\T4-05\0tiv12tH0T .D -C, 	Kabat J-. ./0) 	'1,z.-...r.k Z3513.10) 

77 Z iNE'Raff)7 5.*AA, 53110)71-Z JPARaff7-1/1/*= 	, 731107 

7Z i Otis a7Y 1) 	J, 761107Z 1 ogtqa 7Y 	i) :-, J, 900 7 Z-Z i OgrOA 

a 7y i) 	>3Z 	-7)1,*= >, 9811107 Z i py.qa7YEI :-/ 	, 100110 7 ..-Z l 

PAS affg-1:-  -I: > > , 	1,\(,, 	1000107Z )0'30Aa7VL 	.)•.J--eZi-j-1̀, 

4* 0 H, 

(gl) 	( 1 23 0 (al) — (a14} 07tiNT11,1)\04)÷40)HOL 	(cl) — (c10) 

0) 0 TtOPOtivf*01-0iP l'- tcls, 	ii-E*1039,i-al-  Z I E 	—1L MVt  Z i. E I- 

- .7T3ii-a -  Z fii,121K 0) Lth, 

(g2) (1 2 ] 	0) (b1) — (b12) a) of 1-05\ 0)ttL12t0FIE4L 	(cl) — (c10) 

00T 41,13\ oDY-L12t0310\ itSZflE121K/Afia-4-ZIE 	— 7°L E4 -ZI E 1- 

- 7°C: ea V-  Z fi-11* op LA, 

(g3) (gl) 8 ck tie (g2) 00T 4'05\ 0tA14KaAtIC:.-..6 0 . Wabatt 	/ 	1) > 	'i,z.: 

ck Z 2711, 3011, 3111, 3211, 5011, 5211, 5311, 5411, 5511, 9211, 9311 

, 94418tf951077 Z JWARab\cDIUSI-L, WS< Lt 1 -D0)7 igi6z 

Ra eit,a) 7 Z J 0311,:211-, tvr 0 6 itL 1* 034, 

WO 2012/067176 13 PCT/JP2011/076486 

Q2{iL(D7$ $ >1^ 96ft07$y@£ 

BS^-tz'J 98ft07< y|£^g^U ̂ V^/cti;7;^ 

-X 100ft07$ JWJB&ifV — vX 100bft0:P 

$ yit^S^'j :>x 102&<Z>7$ sMBMtf? a *>>?&&#[ 

\t(D H|Jt 

(f 1) [1 2] 0 (bl) ~ (b12) 0l^ftfr0j/E&0Hit<>; (c1) ~ (c10) 

— 7°tCi|p-a t" £>irEf£©H$tN 

(f2) (f1)0^-rtl^0^HiI{ca^-SKabat ^">/<'J >y(Cct£35^ 53 

73ft;N 76-ft% 96ft;N 98ft;s 100-(ifc^t/IQQaiu©/' $ J lt^Si)N 

'>&< 1 O0T$ VilStSAMfe07$ 

(f3) (f1)0lN-rtl^0jjt^H|I-efeoTs Kabat j->y<<J y V\Z £. Z>3b\tLO 

7$yiia^77/\°7^>!i 53{u07$ 73ft 0 

7$ J ItBS U v>s 76te 0 T7 $ y @£M 7" 'J v X 96ft0 T7 $ y ^gg 

98ii07$y|Wfp^x i00ft0r$y 

^0H|I% 

(g1) C1 2] 0 (a1) ~ (a14) <D^?tlfr<D#Lto<DH$iit (c1) ~ (c10) 

0 tlfr<D#Lfo<DLffifr b t£ Z> tfCtfctffccfn-f ^ X tf K - 7° £ •& X tf S 

-7?lZl£'&TZ>tfifo(D LiM. 

(g2) [1 2] 0 (b1) ~ (b12) 0^fftfr©$n;ft©H$l£ (c1) ~ (c10) 

0iN-rti^0j/L^0LMA^4^j/L^^M^i"£x tr K-7o^fi^it-£x tr s 
-7°tC^-r^^0LiIN 

(g3) (g1)fcNJ:O;(g2)0lN-rtl^0^^0L|ItCfcnt£Kabat^->/<'J 

cfc -2>27fts 30fts 3His 32fc, 50£u 52ftN 53ft\ 54ft;% 55£u 92£u 93ft 

s 94ftfe<kt^95fiL©7$ y St^Sfrbiil£tl&s 1 O0T$ yit 

sisffe 0 7 $ y it n $ tix ̂  h #ift 0 LHS 
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(g4) 	(g1)8,:tVe(g2)0)0T41.75\OWAK0)314--e.D -c, Kabatt 	') 

V: ck Z 271A0 7 Z i Rgae ,) 	7-c_- 1,7 7 )1,*= 	, MAO 7 Z i no-la 

/)1,,' z iog, 31 ii10) 7 Z J RRae7 7  )1.* = 	, 32410) 7 Z I omae 

)1,,' z 	, 50110)7 Z J ogmae7 )1,*= 	t.,c_- i, 	)1, ,9,  z 	, 52410)7 

z I RRae-t I) J, 53410) 7 Z i RRae7/1/*= 	54410) 7 Z i RR 

aei) 	J, 55410) 7 Z i RRae 	)I. 5' Z 	'ogr, 921 O 7 Z i RRae-t 

') J, 93110 7 Z I ogmae-t i) J, 94110 7 Z i no-iae.7°1=1 I) J, 	z 

ki\ (,, 95110) 7 Z i RRae 7' =1 I) JZZti-if4K01-$14. 

( 1 5) 	**!tiAtttiVgAi-a3/34' WtiAttftvf4KT 	Z, 	( 1 ) — ( 1 

4) 0 Ttt./J\  t::-Eaa)***xttt-r-gea3. 

(1 6 ] 	J-;110) (a) — (u) ODOT41.75`t:.:2$10)=ffiliAttivi* : 

(a) M-0)7Jt I) /'7° 	K 7510_1# i-41  : 1 r.-.. Eno') 7 Z I MEN 75\ 6 ts Z Hti4 

, 	=0)t')M 	7° 	KegEN*14 : 4r.-_Ea? 	7 Z i MOIJIJN 6 ts Z Ht148 ct 

VeME0)7J1 ') 	7° 	K LMIEIGAI I) 	7° 	K egEN#14 : 9t:ENCOAIR314 

75\ 6 tsZ=ffiliAttftvf* (Q1-G4k/J268-G4h/L45-k) , 

(b) M — 0) t I) 	7° 	K 7510_1# 24 : 1 r.-.. Eno) 7 Z I REM 75\ 6 ts Z Ht14 

, %= 0 7J1 I) 	'7° 	K /JIM* '4 : 5r.-_,gairoo 7 Z i Olz6N,IJIJN 6 ts Z Hti4 8 ct 

VeMEOD7J1 ') 	7° 	K LMIEIGAI I) 	7° 	KegUIJ*14 : 9 t:ENCOAALt14 

75\ 6 tsZ=ffiliAttftvf* (Q1-G4k/J321-G4h/L45-k) , 

(c) —0)j') 	7° 3 K7510j#241  : 2r.-_,F,E$10) 7 Z i RgEN75\ 6 tsZHt14 

, 	=0)t')M 	7° 	KegEN*14 : 6r.-_,Eam7 z i MOIJIJN 61-s z Ht148 ct 

ve%E0D7J1 I) 	7° 	KLME10)7J1') ,' •7° 	KegUIJ*'-4 : 8 t:ENCOAALti4 

75\ 6 tsZ=ffiliAtttvf* (Q31 -z7/J326-z107/L2-k) , 

(d) M—  0)7Jt 1) 	7° 3 K7510_1#241  : 3r.-_,F,E$10) 7 Z i RgEN75\ 6 tsZHt14 

, 	=0)t')M 	7° 	K751EN*14 : 7r.-_,Eik,a) 7 Z i MEM75\ 6 tszHt148,t 

tieME0D7J1')•7° 	KLMIEIGAI') 	7° 	KegUIJ*14 : 9 t:ENCOAALt14 

75\ 6 ts Z = EttiAttiA121K (Q64-z55/J344-z107/L45-k) , 

(e) M-0)7Jt I) / -7° 	K7510_1# 1-41  : 1 Or.:Eik,0)77  Z i MEN75\ 6 tszil 

WO 2012/067176 14 PCT/JP2011/076486 

(g4) (g1)fe<£tKg2)0l^tlfr®Jafr®LflT-&o"C Kabat±>/<iJ 
IZ£Z27&(D7$ SMBStf'J Syy^fcliTJU=¥-ys 30fiL<D7$SMB£ 
tf?Jl'?$y Its 31ft®;7 $ JWM£if7)\s^~y, 32{\L(D7 $ J 
<?)\s$$y, bQ{iL(Dy$ym.B&ify)\y^-y^tcit</)\y^$y, 52{tioy 
$ J Il^S^-tz 'J ys 53ft® 7 $ J &B&Jf7)\s^- y, b4{iL(D7$ y WM 
Sif x)Vy, 55ft® T7 $ J II^Sif <?)\s$$yM., 92ft(D7 $ J II^S"tz 
'J X 93ft® T7^ y 'J ys 94ft077$ y I|^S^7°P 'J X fo%> 

95ft(D 7 $ y II^S 1$ 7° • 'J > T? £ J/Efr0 L|I0 

[15] [1] ~ [1 

[16] J^T® (a) ~ (u) : 

(a) M-(Dtf 'J ^7°^ KtfB3?!l#^ : 1 KIE*6©:P$ y ̂ B3^Jfr 

, K^I3^#^ : MZtm(D7$ y 1113^0^fed; 
K^13^#^ : Qiztmonmim 

(Q1 —G4k/J268—G4h/L45—k) N 

(b) m-Otf >J ^7°^ K^I3^#^ : 1 K!E*6©7$ y ^B3fllfr 
, m-(D^'J^7°^ K^I3^#^ : 5KIE*6©:P$ y^B3^Jfr£&£H$feJ; 
zfm=(D^'j^7°^ K#B3?!1#^ = siztmonmim 

(Q1 —G4k/J321 —G4h/L45—k) N 

(c) m-(D7i-slJ^7°^- K^I3^#^ : 2tC|Ei6©77$ y 1113^0^ 
, K^I3^#^ : 6tC|Ei6©:P$ y 1113^0^fed; 
Xfm = (D7i-slJ^7°^- K^I3^#^ : 8tC|Ei6©«®L|I 

(Q31 -z7/J326—z107/L2—k) N 

(d) m-(D7i-s,j^7°^- K^13^#^ : 3izmmv>7$yiii3^ij^btezm 
, K^I3^#^ : 7tC|Ei6©77$ y 1113^0^fed; 
tfm=(D7i-sij^7°^- K^13^#^ : Qiztmonmim 

(Q64-z55/J344-z107/L45-k) N 

(e) m-(D7i-s,J^7°^- K^I3^#^ : 10tC IE®© 7 $ J I£l3^lJfr 
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ft Mig)7jt I) 	.7° 	KegaM# 1-41  : 6t: 24'40 7 -Z i MEN75` 6 14; Z Hg48 

ct VeMEOM: 1) 	.7° 	K L mn am; i) 	7° 	K ege, m # 24 : 30(ZEa0)#AL 

11475` 6 tSZ -*!tiAttt-A14K (Q64-z7/J326-z1 07/L334-k) , 

(f) M-0)7J1') 	.7° 	K751EN*1-41  : 10(ZEi1i,07 Z i RAEM75\ 6 tszH 

ck veMEa) t 1) 	.7° 	K L MIEICAt 1 ) 	7° 	K 751e,M# 1-41  : 336:.-..ENC,0)AAL 

tI4 75\ 6 tSZ -*!tiAttt-A14K (Q64-z7/J344-z1 07/L406-k) , 

(g) M-0)1 ') /' .7° 	K751EN*1-41  : 11 t:.:Ea0) 7 Z i REM 75\ 6 tszH 

0, m 	am; 1) ,..7° 	K751e,m#24 : 4(ZE Aka) 7 Z i REM 75\ 6 ts z Ht148 

ck veMEa) t 1) 	.7° 	K L MIEICAt 1 ) 	7° 	K 751e,M# 1-41  : 336:.-..ENC0AAL 

th 75 \ 6 fci: Z -WqA'Itfi-ti4c (Q85-G4k/J268-G4h/L406-k) , 

(h) M-0)7J1') /' .7° 	K751EN*1-41  : 11 (ZEili3O)7 Z i RAEM75\ 6 tSZH 

0, m0)7J-; 1) ,..7° 	K751e,m#24 : 5t::_zaika) 0)7 Zi Rge,M75\ 6 tszHt148 

ct r5M E am; 1) 	7° 	KLmn amt 1) 	7° 	K ege, m # 24 : 30(ZEa0)#AL 

75\ 6 fci: Z -*!tiAttt-A14K (Q85-G4k/J321-G4h/L334-k) , 

( i ) 	—0)1') ''7° 	K751EN*1-41  : 12(ZEi1i3O)7Z i RAEM75\ 6 tSZH 

0, m=r) 7j-; ')'.7°3  K 751am #24 : 21 t:.:ENC,O) 7 Z i MEM 75\ 6 ts z HO 8 

ck veME a) t 1) 	.7° 	K LMIEICAti) 	7° 	K 751e,M# 1-41  : 33(zE,BaaMAL 

0 75` 6 is z 	M  1i A ft tvf* ( 4 1 53-G4k/J232-G4h/L406-k) , 

(j) M-0)1 ')/' .7° 	K751EN*-'41  : 13(ZEi1i3O) 7 Z i RAEM75\ 6 tSZH 

ft %=)7jt 1) 	7° 3 KegaM# 1-41  : 22r.:Ei1i3O) 7 -.Z i MEN 75\ 6 ts z HO 8 

ck -OM E am; 1) 	7° 	K L ME10)7j-; 1) 	7° 	K 751e,M# 1-41  : 29(ZENC,O#AL 

075\ 6 is z 	M  1iA ft ttv14K (Q354-z106/J259-z1 07/L324-k) , 

(k) M—Ot ') 	.7° 	K751EN*1-41  : 14r.:Eili3O) 7 Z i RAEM75\ 6 tszH 

0, m=r) 7j-; 1) /. 7° 	K 751am #24 : 21 r.:E$S40) 7 Z i 	W1_175\ 6 ts z Fith 8 

ck veMEa) t 1) 	.7° 	K L MIEICAt 1 ) 	7° 	K 751e,M# 1-41  : 336.-..ENC0AAL 

tI4 75 \ 6 fci: Z 	*!ti  A ft A 14K (Q360-G4k/J232-G4h/L406-k) , 

(0 	M-0)1 ') /' .7° 	KegEN# 1-41  : 15r.-_,Eil‘c0)77 Z i RAEM75\ 6 tSZH 

WO 2012/067176 15 PCT/JP2011/076486 

111% if§—^7°K: 6tCpE®6©77$y 
£ X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K A^SB^J 

(Q64—z7/J326—z 107/L334—k) N 

(f) K^IB^US^ : 10lZB3m(D7$ y 
|JiN W>—(DZf\lJ/^7°51 K: 7tCHE®6©77$y 
£ x?n=(D *° 'j * 7°^ K ^ m m o *° 'j * 7°^ K ^wyg^ 

(Q64-z7/J344-z107/L406-k) N 

(g) m-(D^'j^7°^ K^iB^y#^: mzBam®T$s 
|J1N 7°51 K^IB^y#^ : 4tCHE®6©77$y 

'J^7°f K 

(Q85—G4k/J268—G4h/L406—k) N 

(h) K^IB^y#^ : 1HZB3m(D7$ S 
|J1N W>—(D7t\ 'J ^7°51 K^IB^y#^ : 5tCHE®6©77$y 

(Q85—G4k/J321 —G4h/L334—k) N 

(i) K^iB^y#^: mz$miv>7$; 
|J1N W>—(D7t\ 'J ^ 7°51 K^IB^yS"^* : 21 tCHES© ~7 $ y 

(Q153-G4k/J232-G4h/L406-k) N 

(j) m-OTt-vj^y0?- K^iB^y#^: mzmmv>7$ J 
fJlN W>—(Dzf\ 'J /^7°51 K^IB^y#^ : 22tCHES©77 $ J 
& X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K BB?y 
II £ ̂ -g) (Q354—z106/J259—z107/L324—k) 

(k) m-0)^'J^7o^ KtfBB?y#^ : MtClESCOT7$ J 
|J1N W>—(Dzf\ 'J ^ 7°51 K^IB^yS"^* : 21 tCHES© ~7 $ y 

(Q360—G4k/J232—G4h/L406—k) N 

(L) m-OTi-Vj^y0?- K^IB^y#^ : ]bizmmv>7$ J 

IN *o 

30tCHES©^®L 

iN *ot£& HlKfe 

33tCHES©^®L 

iN *ot£& HlKfe 

33tCHES©^®L 

iN *ot£& HlKfe 

30tCHES©^®L 

|N *ot£& HlKfe 

33tCHES©^®L 

|N *ot£& HlKfe 

29tC=Ei60)W®L 

|N *ot£& HlKfe 

33tCHES©^®L 

btZZ> H 



WO 2012/067176 	 16 
	

PCT/JP2011/076486 

It M=D7j-; ')'7°3KegaM# 1-41 : 23(zEili,07 -.Z i MEM 75\ 6 td: ZFIC4 8 

ct VeME0)7Jt I) l'7° 	KLmn am; i) ,.7° 	K egam#24 : 30 (ZEU0)#AL 

075\ 6 tSZ -*!tiAIhtt-A14K (Q360-z1 1 8/J300-z1 07/L334-k) , 

(m) M-0)7J1 ') 	.7° 	Kege,M# 1-41  : 1 6(ZER40) 7 Z i RNA /3\ 6 ts z H 

tA, M=D7jt 1) 	7°3  K egaM# 1-41 : 21 r.:ENCOD 7 Z i MEM 75\ 6 ts z Fa 8 
ck veMEam; i) ,..7° 	K Lmnam; i),.7° 	K751e,m#24 : 28r.-..ENC,o#AL 

75\ 6 fci: Z -*!tiAIhtt-A14K (Q405-G4k/J232-G4h/L248-k) , 

(n) M —WI ,) 	7° 	K751e,M* 1  : 17r.-_,Eilc0) 7 z i REM 75\ 6 ts z H 

0, m=p7J-; 1) 	7°3 KegaM#1-41 : 27 (ZENC,O) 7 Z i MEM 75\ 6 ts z1-108 
ct veM E am; 1) ,..7° 	K L mn am; 1) ,..7° 	K egam#24 : 34(ZEU0)#AL 

b\ 6 is z _alqAttfj-t,(7fc (Q458-z 1 06/J346-z 107/L408-k) , 

(0) 	—0)t')M 	.7° 	Kege,M# 1-41  : 18t: Eil'og) 7 Z i RNA 13\ 6 ts z H 

0, m=p7J-; 1) 	7°3 KegaM#1-41 : 25(ZENC,0) 7 Z i MEM 75\ 6 ts z1-108 
ct r5M E am; 1) ,..7° 	KLmnam-; ')'.7° 	K egam#24 : 30 r.: EU0)#AL 

tI4 75 \ 6 is z 	M  !ti A ft A 14K (Q460-z121 /J327-z1 1 9/L334-k) , 

(P) 	M-0)7J1 ') 	.7° 	Kege,M# 1-41  : 19 r.: gaeca) 7 z i RNA /3\ 6 is z H 

0, m=p7J-; 1) 	7°3 KegaM#1-41 : 24(ZENC,0) 7 Z i MEM 75\ 6 ts z1-108 
ct veMEa)7J-; ')'.7° 	K L 	Elam; ')'.7° 	K egam#24 : 30 r.: EUOMAL 

L5 6 tSZ -*!tiAIhtt-A14K (Q499-z1 1 8/J327-z1 07/L334-k) , 

(q) M-0)7J1 I) 	.7° 	K ege,M*1-4 : 19 r.: gaeca) 7 Z i RNA /3\ 6 is z H 

QC %=)7jt 1) 	7°3  KegaM# 1-41 : 24r.:Ei1i3O) 7 -.Z i MEM 75\ 6 ts z HO 8 
ct veMEam; ')'.7° 	K L 	nam; ')'.7° 	Kegam#24 : 31 r.-_,ENCo#AL 

L5 6 tSZ -*!tiAIhtt-A14K (Q499-z1 1 8/J327-z1 07/L377-k) , 

(r) M— a) t i) ,s7° 	K 751EN*-141  : 1 9 t: gaili,a) 7 1--:: i M.AEM 75\ 6 ts z H 

0, m=pt ') 	7°3 KegaM#1-41 : 27 r.:EBUOD 7 Z i MEM 75\ 6 ts z Fa 8 
ck veMEam; 1) ,..7° 	K L mnam; 1) ,..7° 	K751e,m#24 : 28r.-..ENC,0)#AL 

L5 6 ts z _s!tiAftti-i/f4K (Q499-z1 1 8/J346-z1 07/L248-k) , 

(s) M —0) t I) 	.7° 	Kege,M# 1-41  :  eat:,IBUO) 7 Z I RNA /3\ 6ts z H 

WO 2012/067176 16 PCT/JP2011/076486 

111% |f§—® 'J ^ 7° K: 23tCpE®6©77$ J 
& X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K ̂ IB^y 

(Q360—z 118/J300—z 107/L334—k) 

(m) M—(Dsft 'J ^7°51 K: 1 BACHES© Z7-^ J 

|J1N W>—(D7t\ 'J ^ 7°51 K: 21 tCHES© ~7 $ y 

(Q405-G4k/J232-G4h/L248-k) N 

(n) m-OTt-vj^y0?- K^iB^y#^: Hizmmv>7$ J 
fJlN W>—(D7t\ 'J ^7°51 K^IB^y#^ : 27tCHE®6©T7 $ y 

'J^7°f K 

llfr £ &£ (Q458—z106/J346—z107/L408—k) 

(o) W>—(D~$> 'J /^7°51 K^IB^y#^ : 18tCHES©/7 $ y 

|J1N ff§~®7}\ 'J /^7°51 : 25tCEE®6(£)T7$ y 

J:t>lE©/f'J^7°f K 

II ^ ft £ - (Q460—z 121 /J327—z 119/L334-k) 

(p) M—(Dsft 'J ^ 7°51 K^IB^yS"^* : 19tCHE®6© ~7 $ J 

|J1N W>—(DZf\ 'J /^7°51 : 24tCHE®6©77 $ y 

J:t>lE©/f'J^7°f K 

(Q499—z 118/J327—z 107/L334—k) 

(q) W>—(D~$> 'J ^7°51 K^IB^yS"^* : WCEES©/7-^ J 

|JiN W>—(DZf\ 'J /^7°51 : 24tCHE®6©77 $ J 

& X?ME 0 *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K ̂ IB^y 

(Q499—z 118/J327—z 107/L377—k) 

(r) m-0)^'J^7o^ K^IB^y#^ : mc§Ei6(DT$y 

|J1N W>—(D7t\ 'J ^7°51 KtfBB?y#^ : 27tCHE®6©T7 $ y 

J:t>lE©/f'J^7°f K 

(Q499—z 118/J346—z 107/L248—k) 

(s) W>—(D~$> 'J /^7°51 KtfBB?y#^ : 20tCHES©77 $ y 

|N £>&•£> HfJiiS 

30tCHES©^®L 

|N *ot£& HlKfe 

28tC=Ei60)W®L 

|N *ot£& HlKfe 

34tC|Ei6©W®L 

|N *ot£& HlKfe 

30tCHES©^®L 

|N *ot£& HlKfe 

30tCHES©^®L 

|N *ot£& HlKfe 

3HC|Ei60)W®L 

|N *ot£& HlKfe 

28tC=Ei60)W®L 



WO 2012/067176 
	

17 
	

PCT/JP2011/076486 

$14, M=D7J11) 	7° 	KegaM# 1-41 : 256ZENCOD 7 Z i RgEN75\ 6 tszH$148 

ct tieMEG7I ,), 7° 	KLMIEIGAI ,), 7° 	KegEN*1-41 : 326:EA1c07AAL 

Mb` 6 fci: Z 	ffi!tiAtt ttvi* (Q499-z121/J327-z119/L404-k) , 

(t) —07t ')M 	7° 	KegEN*1-41 : 20(ZENC0) 7 Z i REM /3\ 6 ts zH 

$14, M=77J11) 	7° 	K7510j# 1-41 : 266ZENCO7 7 Z i RgEN75\ 6 tszH$148 

ct tieME07I ,), 7° 	KLMIEIGAI ,), 7° 	KegEN*1-41 : 31 (ZENCOAAL 

Mb` 6 fci: Z 	ffiliAtt ttvi* (Q499-z121/J339-z119/L377-k) , 

(u) M—ot i) ,..7° 	K egog# 24 : 12(ZENC0)77 Z i RgEN75\ 6 tszH 

tc m077j1 i) ,..7° 	Kegog#24 : 170(ZENC07Z i RgEN75\ 6 tSZFI$14 

8,trieME07I ,), 7° 	KLMIEIGAI ,), 7° 	KegEN*1-41 : 171 (ZENCOA 

A131475\ 6 tSZ 	ffiliAttftvf2tK (Q153-G4k/J142-G4h/L180-k) o 

	

( 1 7 ) 	( 1 ) — ( 1 5) ooTtt.b\—mt:.-_,Eam*wtixttti--age-a• 

	

t..L-i, 	(1 6) t:.-Aaaowtixtti-vi2tK 	— K -ZT-AR. 

	

[ 1 8] 	[ 1 7) t:.-. gaaa) ARe4A-1 /4s tat 	5' —. 

	

[ 1 9] 	[1 7] 	6,_,Ea07,(0tc6 	[1 8] 	t:.-_,ENC0)5'— -A-VNI 

N. 

	

[20) 	[ 1 	9] 	1c07NINt~tA 	a.' L (,:.-_,t (,), 	[ 1 ] 	— 	[ 1 	5] 

ooTtt.b\—mt:.-..",aao*wtixtti--amli-atzt 	[ 1 6] 6:.-_,ENC0= 

ffiliAtt-A1* ,lii 	Z 	510 

	

[2 1 ] 	[ 1 ] — [ 1 5) 07oTtt.b\ —m6:.-_,Ea1c07*wtixttti--age-a3 

	

t..,11, 	(1 6) 	6:.-_,Ea07wtixttti-L12tK, 	8,tvev4-vgt:.-_,E-74.- -:stt.ztgi2tK 

-A-tiNEM*Mt... 

[2 2] 	ffin, 	fflita1*,!1#,, 	t I., < 6fflita6:.-..at 	-z&f,,a)[i8ct 

rf/tcWil±lx*t:.-JEI10 641.Z EM*M1t--eZ, 	[ 2 1 ] t:.-_,Eaa)*Mt. 

[2 3] 	ffin, 	fflitai*,A;f:,„ 	t I., < tffifillt::_a t 	Z Ate, MIA 

MvIII t 	-3,t ve/t-c63titiLEIVA-0.;iMvIII t 	0)3t,hta)1i-Ftso 1, 

tAt:ct -D -cftfl-8,tve/tctIN -zAt--eZ, 	[2 2] t:ENCID*Mt 

^10 #±®a>m%®± H i -%%/&•? &±mnihmm 
IW VWIW [ £ 3 ] 

o^wmcom^i cis] 
>n % VWIW [zz] 

wytmM&w^comzi-i [9 L] 
&^rmmmm%com2i-iMi-vu£^cD cs n ~ c n C L Z] 

°w^ <2 tm i'W#« 
30S2I21 C9 L] 

Cs L] ~ [ L] vriTn^2^4»^W0)S2iri [6 L] COS] 
°30 

MQ^-ttwcomviy cs L] mrncDm^i-1 u n C6 L] 
°-6 6w?mzYm&mm(Dm?.i2i u n c s L ] 

°II^_M-\z^mmmm-comm2) eg n 
CSL]~CL] un 

° (>!-08n/4t7O-2t7Lr/>lt7O-e9LO) 

w0S2|rHZ.L = ^o£vrio^0EZI^^.H +£ V fi 

$^0S2iri0Z.L : ^§0431^ .H ^yfi^0r| vIf 

$^0S2lri2L = ^§0431^ .H ^vri#©-! (n) 
v (>i-z.z.en/6LLz-6eer/L2Lz-66t70) 

nit^0®2irue = ^vrijp©=^ja^ 

>^02*21-192 = ^§^1^.H ̂vr.*pa>=g vif 

<^[143111 ̂^02*21-102 : ^vri#©-! (1) 
v (^1—t70t7"l/6 L lz-Z.Z£r/LZlz-66K)) 

H^02>2§H2£ : ^o£vfio*0EZI|!g^\H +£ v fi 

^043111 ̂^02*21-192 = v fi ^(Dll vIi 

98t9/.0/n0ZdfAL3d Zl-9/.U90/ZI0Z OAV 



WO 2012/067176 
	

18 
	

PCT/JP2011/076486 

( 2 4) 	EY,TY'AZvIII t .T8 c,*r_V 	tc1,3tit4Ertaa3k 	Mull t 	19i)3t 

it 0,EFtca\ I., 	# 1:.-. (t 'D -c§tat <ttie/t-ct\111 -Z4":,.1),, 	ItarAA--e 

z, 	C 2 3) tz.-_,Eao*Mt. 

C 2 5) 	EIA-Y;k1MvIII t -T8 ct t1Yttl, 3t,ht1Lita'A-Y;kk 	Mviii t 	0)3t 

toeTtsoLtAtz-..ct -D -cf0-18cf /tcaAER -ZAte, itaa3iiM 

\mit 	8,trie/tc_. t3t,[tibifaa;kilMvIIII=11,:.-.1\-A- Z-1 	L E,9' —effl 

IR L -CoZAt--ez, 	C2 3) t:.-.1,6ao*Mt. 

C 2 6) 	EICA-CkiMvIII t -T8 ct z)/t.,:1, 3t,htiLita',4-Cti 	Mull t 	0)3t 

to4E-Ftso I., 	1.:.. „ '7 -c fefl 8 ct tit / 	tt a A JR - zA,Lt, e, "OkXtlita 

0---ez, 	(2 3) 1,zgaaosiamt. 

[2 7) 	EIGUI 	Mull t -T8 ctvY 	AI-  aAttlEitaaNk 	Mull t 	a)5t 

to1E-Ftz_ct --c5N1-8ctz-_- tgaff -4-ZAti),, 	7 A- 	L')i.15 	l‘ft- 
--ez, 	(2 3 ) 	t:.-.1-Ea0)*Eb-Z-ft. 

(2 8) 	( 1 ) — C 1 5) 0o Vab\-1Atzgaa0pvtiPAtti-age-a3 

t L < 6 	C 1 6) tz-_,EaortiAftftypt, 	tt a, 	C 2 1) — C 2 7 ) 

a) o Ttt.b\-1Atz.-_,ENZa)*Mt#R4 - Zif'1' 	-A-ti‘. 	Wife, 	fflita ,(*) A- 

tt L <1, itatz.-..1d - ZA;f:Afih8ctrie/tzl- tA*1- Z51. 

[ 2 9) 	4.>ts,< Lt, [1) — [1 5) ok,\TI-05\—*Izi--2K40)*MiAtt 

ir-LEet3-} 	t 

 

L. < I, 	( 1 6) 	l,z.-_,E$10Aitir-L12t, 	t-,-._t 	( 2 1) 	— 

[2 7) a) L \ TI-Lb\—lat,_12,QC,04At 	-gt, 	C 2 8) L._ iiENC,® 	lih 	,t 

ve/V-L- Wilx* - Z -51(z1,110Ztc&50*v Im o  

[0011] t..L-*RHAtv-;,t-Ftz-LriA - zo 

[ 3 0) 	(1) — C1 5) ou\ Ttib\ --TAtz,E1,1C0DAttiti,MM-a3} 

t L < l, 	C 1 6) 	t-,-..Eaa)AttiJi-,14K, 	A: a, 	(2 1 ) 	— 	(2 7 ) 

ok,\Ttt.13\--TAt:Eaa)*Jdb- to), 	ffins 	fflifiti*,A,Ltt, L < ti.ifat::_e_ 

t 1- ZA,t0D1380ktPt,:d58**IJotat-,7.8t1Z1VH. 

(3 1 ) 	ffiita, 	fflifalt.AA L < ttfflitat::_aCIAt0)138,,krj/ 

	

tz-__. aA*JEflo, 	( 1 ) — ( 1 5) ok,\Tiali\—TAG:Ea017Ci-Aitti-M [9 L 3 ~ [ i ] va>M$<?py£ 
> n VW [is] 

° <2 ft cp 21WMCO [igi^< £1 ̂ £/&T&®£Q)W%£<24-M 
g|nwrffl:pi > n ^0^6^^ujrHF/ 
[ LZ] ~ c L 33 v?1--/£ 0)1121-1 C 9 u ?i>n^i 

&^rmmmm%cDM£i-m-vu£^(D cs n ~ en COS] 
[1100] 

?M£03*21-1 [8 3] \T>^3TOl$G0BS!-11r-W.£O<2> [Z.3] 
~ [13] vtm^w^S30)|»2|21 [9 1] £1 >n 
^m^m^cDmm^i-^n^cD (gi)~[i]^>w [6 3] 

[Z.3] ~ [ L 3 ] v£F-/£ vTOim#iS-a)|*2iri [9 I] ¥)>n%z£: 
&^rmmmm%cDM2i-m-vw£^(D cs L] ~ u] [8 3] 

o^lia)|»2iri [e 3] v<2-9?a 
iM < ^ L \VW¥k(2£Mmw::-l£/&T&m3£2-^ ?01±W&51> 

cL 3] 

°W09l3|:i [S3] m 
¥w^mm v?wm%4Mim-1 %mtQW&xc'¥-1 wtxnv\ #i^Goii. 

°^fia)S2iri [S3] 
- £ ,33 <> <2:-1 i HI11 AH I1M wm^l -I £ /.•a ? cp £• S111A 

HHH^np \vri?1^4Ml^Py£/:0T^P§£Xc TTlMf^n ^#±SH2>i|. 
[S3] 

O^¥t0)2»2§-1 [£3] K<2<$ 
-iVl#W \^m,¥(2r4MM:¥¥/.'a^Sf^X^T-1f^n ̂±^0)^ 

^0)iHlllAH®WJWl.®?P/¥/jaT£PiHlIIAH®»WI [17 3] 

98WI0/II0Jdf/X3d SI 9LU90/Z10Z OAV 



WO 2012/067176 
	

19 
	

PCT/JP2011/076486 

e-EL}Tt, L < I, 	[ 1 6) 6z.-.1-2$40=2-iAtta1*, 	V-c_- 1, , 	[2 1) — [ 

2 7) o1,\ -rt-t,b\---IklzENCOAdAto  

[0012] V-c*RHJIt, EllA&ZiNttz4III.--ez F. viiio#11gVt -z 

aig 	A- -4-  z = WifiAtfi-vf* 8 ct tn-A-a121K 	')-ft•L 1, -c -A-V ff 5;OMIt 

tz.-.111.„ 	(t IJ 14.140/9 tz.-. (t1-',CF1zrAl-  Z. 

[ 3 2) 	Itaa3;11tIMIX1118Z/Vt-L- Wtitibitassa3;1 	Mix t 	,!,Via 

-4-  Z M — 0 afge-aglia, 8 ck thnIATIWI Mx t -T 	gum z m=opti-fm*Eia 
gu-sy 	-g-t,,, itaav 	mviii 	(»tag 	,f-tn -  z Mg 	z_-:*!tiAtt 

fiE1*--e 	-D Z, J-‘,CF 0) (a) — (u) 0)0-003N (ZgEa0)=EttiAtifiE4 ; 

(a) M—  a) t ' ) ,' 7° 	K IYEM# -E4 : 1 tz.-12,ao) 7 Z J RIEUIJip 6 ts z HO 

, 	=0)t 'J 	7° -  K IYAEN# '4' : 4r.-38$40 7 Z ) MEN JP 6 tszH08 c, 

veM E a) t ,) 	7° -  K L MIN 0 7J1 ,) /7° 	KegEN*1-4-1  : 96;.-. gaaojtaLt14 

'3\ 6 tSZ =2*Atta14 (Q1-G4k/J268-G4h/L45-k) , 

(b) M-0) t ') 	-7° 	K YgERA I-4 : 1 (Z.-.1a$S,0 -)--/ 	I MEM /3\ 6 	Z HO 

. M=a)t I) 	.7°-  KegaM#241  : 5r.lairc 0 7 	i MOEN/J\ i• ts wth8 ck 

veM E a) t ,) 	7°- K L MIN 0 7J1 i) , 7° 	KegE,M#-'4 : 9 t:.-. Eaop4ALt4 

'3\ 6 tSZ =2*Atta1* (Q1-G4k/J321-G4h/L45-k) , 

(c) irA-  —0 t ') 	.7°. 	KlYgEM# E-4 : 26:.-. gaa ® 7 	i MEM 75\ 6 ts Z HO 

, M=o7Jt 1) 	7°-  Kefi0J*1-4 : 6V.12,4i,® 7 Z i MEN 13\ 6 tszFe8(t 

veM E ® t ,) 	7° 	K L MB 0 7J1 ') ,c' 7° 	KeEN*1-43  : 8 t,z.-. Egc04=kALt14 

/3\ 6 tsz=&14Attftvf* (431-z7/J326-z 107/L2-k) , 

(d) M-0)t') 	7° 3 KegaM*E-4 : u.-..gajyco) 7 	I KIEN/J\ 6 tszl-Ith 

, 	=0)t 'J 	7°-- KenaRl# 1-4 : 7t:..-.E$S40 7 	i MEM /3\ 6 tszHg48,t 

tiM E ot ,) 	7cI- K L Mnot 1) ,-,° 	KefiEN#1-43  : 9c:,E$9,03A_Loi 

i3N 6 tSZ =2*Atta1* (Q64-z55/J344-z1 07/L45-k) , 

(e) M —0 t ') 	7° 3 K JAEN* E-4 : 1 0 (;:_gafta) 7 ----z ) MEM 13\ 6 tszH 

EC M=2)711 ,) 	7° 	keguiJ*,4 : 6 t:.-. Eau) 7 z i MEN /3\ 6 tsvit148 

,„*(5M-at') / -7 	l' LMino t I) 	7° 	K eEEN#14 : 30k-laiic0mat 

WO 2012/067176 19 PCT/JP2011/076486 

d 6] [21] ~ c 

[0012] 

3J;mMKik£t LT 
tcrnu 
[32] 

t333<£ggm-f£H-(D^KWs^ 

J2TF© (a) ~ (u) (D^fMHzmmO-m^'^W ; 
(a) K^SB^J#^ : HClEfcODT'S 7 ItlB^Jfr &3HII 

N if§~ 0'J y°^- K^IB^OS"^ : 4HIB1®6(D77 $ J ItlB^lJ AN b> &SHII33 <£ 
tfM = (Dtf]J ^7°^ K«hllizg0/1NO|J^7O51 K^IB^lJ#-^- : 9tC§Bic£>W®L$C 

(01 —G4k/J268-G4h/L45-k) N 

(b) m-cD^'j^y0^ b*rfm?um^ •• uzB3m<DT$smmufrb&zHm 
\ |t~(D/ft 'J ^ 7°^ K•' 5^CI3S©I7 $ J @tIB^!J^)N b &'2>Hjtl33<£ 
t/HH0/lN° U ^7°^ K^nizg0/1NO 'J ^7°51 K^IB^y#^ : 9tC§Bic£>W®UI 

(Q1 -G4k/J321 —G4h/L45—k) N 

(c) K^IB^OS^ : 2^§Bi6®7$ 

N H~ ®^}\'J/^7°"3^ K^IB^yS"^ '• 6HIBS.0077 $ J @tIB^y^N£>&'i>H$l33<fc 
tfm = (D7fs 'J ^7°^ K£fgizg0^ 'J ^7> K^SB^U#^ : 8HlEtS6©W®UI 

(Q31 — z7/J326—z 107/L2—k) N 

(d) M-(DSU^7> K^gB^ys^ •• 3tciBi607$Jmm-frbtzzm 
s H~ ® TJ\ 'J ^7°"^ K^SB^y#"^" : 7tCHBUE©T7 ^ 7 HIB^lAN ^•2)H|I33cfc 
t;iE©^ 'J ^7°^ K«hHlZg0^ 'J ^7°f- KtfiB9!l#^§ : 9HlE*6<2tt®LiI 

(Q64-z55/J344-z107/L45-k) N 

(e) M-Ofrs1)^?- K^IB^y#^ : mz%d,m<D75. yitiB^y^^^^H 
II, %-<»#*) sizTT K^IB^y#^ : 6^|B«S6©77$ yillB^y^^^£HH33 
&Xf% = <Dtfl) ^7°^ K<hfllZ3(D*0|J^70^ KtfS3?!J#-*§ : 30fClBic<2«®L 
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b\ 6 is z _wqA,It fiNc (Q64-z7/J326-z1 07/L334-k) , 

(f) M—Ot ') 	.7° 	Kege,M*1-41  : 10(ZENC,07Z i RAEM75` 6 tSZH 

0, m 	am; 1) ,..7° 	K751e,m#24 : 7(ZE Aka) 7 Z i REM 75\ 6 ts z Ht148 

ckr5MEot 1) 	7° 	K LMIEICAti) 	7° 	K 751e,M# 1-41  : 336:ENC,0)AAL 

11475\ 6 tSZ -wtiAttt-A14K (Q64-z7/J344-z1 07/L406-k) , 

(g) M-0) t ') 	.7° 	K75101J*i-4 : 1 1 (ZENC,0 7 Z i REM 75\ 6 ts z H 

0, m 	am; 1) ,..7° 	K751e,m#24 : 4(,:.= BE Aka) 7 Z i REM 75\ 6 ts z Ht148 

ck veME a) t 1) 	7° 	K LMIEICAti) 	7° 	K 751e,M# 1-41  : 33(zE,BaaMAL 

75\ 6 is z _wtiAttt-r`vf7t (Q85-G4k/J268-G4h/L406-k) , 

(h) M-0)7J1 ') 	.7° 	K 75101_1* i-4' : 11 t:ENC,0)77  Z i REM 75\ 6 tSZH 

th, g=)1 1) ,..7° 	K751e,N#J4 : 5r.:2K40) 7 -.Z i Mge,M75\ 6 tc1;z1148 

ct veMEa)7J-; ')'.7° 	K L mn am; 1) ,..7° 	K egam#24 : 30r.-_,Ea0)#AL 

75\ 6 is z _wtiAttt-r`vf7t (Q85-G4k/J321-G4h/L334-k) , 

(1) 	M-0)7J1') /' .7° 	K75101J*i-4 : 12r.-_,ENC,o7z i RAEM75` 6 tSZH 

0, m=p7J-; 1) / ..7° 	K751e,m#24 : 21 r.:Eiia) 7 Z i MEN 75\ 6 ts z Fa 8 

ckveMEot 1) 	7° 	K L MIEICAt 1 ) 	7° 	K 751e,M# 1-41  : 336.-..ENC0AAL 

t1475\ 6 is z _wtiAttt-r`vf7t (4 1 53-G4k/J232-G4h/L406-k) , 

(j) M-0)7J1') /' .7° 	Kege,M*1-41  : 13r.:Ea0)77  Z i REM 75\ 6 tSZH 

0, m=p7J-; 1) / ..7° 	K751e,m#24 : 22 r.-.ENC,0) 7 Z i MEN 75\ 6 ts z Flt148 

ck -OM E am; 1) ,..7° 	K Lmnam; 1) ,..7° 	K751e,m#24 : 29(ZENC,0)#AL 

IR 75\ 6 is z 	**A  ft AI* (Q354-z106/J259-z1 07/L324-k) , 

(k) M — OD t I) 	.7° 	K 75101J* 1-4 : 14 r.: ENC,0 7 Z i REM 75` 6 fci: Z H 

0, m=p7J-; 1) / ..7° 	K751e,m#24 : 21 r.: ENC,O) 7 Z i MEN 75\ 6 ts z Flt148 

ck r5E a) t 1) 	7° 	K LMIEICAti) 	7° 	K 751e,M# 1-41  :33(zENCOAAL 

tI4 75\ 6 fci: Z 	*!ti  A ft t-A 17t (Q360-G4k/J232-G4h/L406-k) , 

(0 	M-0)7 ') /7° 	K751EN*1-4 : 1 r.-_,ENC,o7z i RAEM75\ 6 tszid 

0, m=p7J-; 1) / ..7° 	K751e,m#24 : 23 r.-.ENC,0) 7 Z i MEM 75\ 6 tszFlt148 

ct veMEa)7J-; 1) ,..7° 	K L gin am; 1) ,..7° 	Kegam#24 : 30r.:Ea0MAL 

WO 2012/067176 20 PCT/JP2011/076486 

(Q64—z7/J326—z 107/L334—k) N 

(f) : 10^IEi6(T>7$; 

|J1N W>—(D'J ^ZfJ1 : 7tCHE®6©77$y 
J: X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K 

(Q64-z7/J344-z107/L406-k) N 

(g) K^iB^y#^: mzBam®T$s 
|J1N W>—(D7t\ 'J ^7°51 K^IB^y#^ : 4tCHE®6©77$y 
J: X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K 

(Q85—G4k/J268—G4h/L406—k) N 

(h) KtfBB?y#^ : 1HZB3m(D7$ S 
W>—(D~$> 'J ^7°51 K^IB^y#^ : 5tCHE®6©77$y 

J: X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K 

(Q85—G4k/J321 —G4h/L334—k) N 

(i) K^iB^y#^: mz$miv>7$; 
W>—(D~$> 'J ^7°51 K^IB^yS"^* : 21 tCHES©~7 $ J 

& X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K ^IB^y 

(0153-G4k/J232-G4h/L406-k) N 

(j) K^IB^y#^ : 13lZB3m(D7$ S 
W>—(D~$> 'J /^7°51 K^IB^y#^ : 22tCHES©77 $ 7 

<£ X?M = (D *° 'J ^ 7°^ K £ f§ m (D *° 'J ^ 7°^ K 

II £ &£> (Q354—z106/J259—z107/L324—k) 

(k) K^IB^y#^ : MKIE**©^ J 
W>—(D~$> 'J ^7°51 K^IB^yS"^* : 21 tCHES©T7 $. J 

£ X?M = (D *° 'J ^ 7°^ K £ f§ H (D *° 'J ^ 7°^ K ^IB^y 

(Q360-G4k/J232-G4h/L406-k) N 

(D m-OTt-vj^y0?- K^iB^y#^: ]bizmmv>7$ ; 

IHN W>—(DZK 'J /^7°51 KtfBB?y#^ : 23tCHES©77 $ y 

'J^7°f KtiH©^0|J^7°f K^IB^yS 

iN ^•i)H|K33 

33tCHES©^®L 

iN *ot£& H|M33 

33tCHES©^®L 

iN *ot£& H|M33 

30tCHES©^®L 

|N *ot£& H|M33 

33tCHES©^®L 

|N *ot£& H|M33 

29^|Ei6©W®L 

|N *ot£& H|M33 

33tCHES©^®L 

|N *ot£& H|M33 

30tCHES©^®L 
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b\ 6 is z _=*14A,Itt-t14c (0360-z118/J300-z107/L334-k) , 

(m) M-0)7J1 ') 	.7° 	Kege,M*1-41  : 16 t:.:Eaa) 7 Z i RNA /3\ 6 tSZH 

0, M=D7jt 1) 	.7° 	KegaM# 1-41  : 21 (ZENC,O) 7 Z i MEM 75\ 6 ts z1-108 

ckr5MEot i),..7° 	K Lmnamt i) ,.7° 	K751e,m#24 : 28(zzaaa)AL 

75\ 6 tSZ -wtiAttt-A14K (Q405-G4k/J232-G4h/L248-k) , 

(n) M— a)7J1,), 7° 	K751EN*-141  : 17t:.-_,Eili,o7z i RAEM75\ 6 tszH 

t14, m=p7J-; ')'.7° 3K751e,m#24 : 27 (ZENC,O) 7 Z i MEM 75\ 6 ts z1-108 

ct veME am; 1) ,..7° 	K L gin am; 1) ,..7° 	K egam#24 : 34r.:Ea0MAL 

$1475\ 6 is z _ffiliAfttj-i/17t (Q458-z106/J346-z107/L408-k) , 

(0) 	—0)t')M 	.7° 	Kege,M*1-41  : 18 r.-_,Ea a) 7 Z i RNA 13\ 6 tSZH 

0, M=D7jt 1) 	7° 3 KegaM# 1-41  : 25r.: EBNi,a) 7 -.Z i MEM 75\ 6 td: Z HO 8 

ct VeME0)7Jt 1) l' .7° 	KLmn am; ')'.7° 	K egam#24 : 30 r.: Ea0)#AL 

tI4 75 \ 6 is z 	M i A ft tj-TAK (Q460-z121/J327-z119/L334-k) , 

(P) 	M-0)7J1 ') 	.7° 	K ege,M*1-4 : 1 9 r.: gaaa) 7 z i RNA /3\ 6 ts z H 

t14, m=p7J-; ')'.7° 3K751e,m#24 : 24r.: Eau) 7 Z i MEM 75\ 6 ts z Fa 8 

ct veMEa)7J-; 1) ,..7° 	K L mn am; 1) ,..7° 	K egam#24 : 30 r.-_,Ea 0)#AL 

L5 6 tSZ -wtiAttt-r`vf4 	(4499-z118/J327-z107/L334-k) , 

(q) M-0)7 ') '' .7° 	KegEM*1-41  : 19(ZEAM 7 Z i RNA /3\ 6 ts z H 

t14, m=p7J-; ')'.7° 3K751e,m#24 : 24(ZENC,0) 7 Z i MEM 75\ 6 ts z1-108 

	

ct veMEam; 1) ,..7° 	K L mnam; 1) ,..7° 	Kegam#24 : 31 r.-_,Eaa)AAL 

ti475\ 6 1-SZ-**Attf-ri,14c (4499-z 1 1 8/J327-z107/L377-k) , 

(r) M-0)7J1 ') i' .7° 	Kege,M*1-41  : 19(ZENC0)7Z i RNA 13\ 61-s z H 

	

t14, m=p7J-; ')'.7° 	K751e,m#24 : 27 (ZENC,O) 7 Z i MEM 75\ 6 ts z1-108 

	

ckr5MEot 1) ,..7° 	K Lmnamt ')'.7° 	K751e,m#24 : 28r.-..gaaa)AAL 

$1475\ 6 ts z _ffiliAfttj-i/f7t (Q499-z118/J346-z107/L248-k) , 

(s) M-0)7J1 ') 	.7° 	Kege,M*1-41  : 20 r.-_,Eaa) 7 Z i RNA /3\ 6 tSZH 

0, m=p7J-; ')'.7° 	K751e,m#24 : 25(ZENC,0) 7 Z i MEM 75\ 6 ts z1-108 

ct veME am; 1) ,..7° 	K L gin am; 1) ,..7° 	K egam#24 : 32(ZENZOMAL 

WO 2012/067176 21 PCT/JP2011/076486 

(Q360—z 118/J300—z 107/L334—k) 

(m) M—(Dtfi 'J ^ ZfJ1 K: 1~7 $ J 

IHN W>—(D7t\ 'J ^ ZfJ1 K: 21 tCEES© ~7 $ J 
& x?n=(D *° 'j * 7°^ K ^ m m o *° 'j * 7°^ K ^wyg^ 

(Q405-G4k/J232-G4h/L248-k) N 

(n) K^IB^y#^ : niZB3M<DT$ J 
IHN W>—(D7t\ 'J ^7°51 K^IB^y#^ : 27tCHE®6©T7 $ y 

flfr b &£ (Q458—z106/J346—z107/L408—k) 

(o) W>—(D~$> 'J /^7°51 K^IB^y#^ : 1 S^CEES© T7 $ J 

W>—(D~$> 'J /^7°51 : 25tCHE®6©77 $ ^ 

Mfr b t£ Z> (Q460—z 121 /J327—z 119/L334-k) 

(p) W>—(Dsft 'J ^7°51 K^IB^yS"^* : 19tCHE®6©T7 $ J 
W>—(D~$> 'J /^7°51 : 24tCHE®6©77 $ J 

J:t>lE©/f'J^7°f K 

(Q499—z 118/J327—z 107/L334—k) 

(q) W>—(D~$> 'J ^7°51 K^IB^yS"^* : WCEES©/7-^ J 

IHN W>—(DZf\ 'J /^7°51 : 24tCHE®6©77 $ J 
& X?ME 0 *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K ^IB^y 

(Q499—z 118/J327—z 107/L377—k) 

(r) K^IB^y#^ : mclE®(DT$y 

W>—(D~$> 'J ^7°51 K^IB^y#^ : 27tCHE®6©T7 $ y 

J:t>lE©/f'J^7°f K 

(Q499—z 118/J346—z 107/L248—k) 

(s) W>—(D~$> 'J /^7°51 K^IB^y#^ : 20tCHE®6©77 $ ^ 

W>—(D~$> 'J /^7°51 : 25tCHE®6©77 $ ^ 

J:t>lE©/f'J^7°f KtiH©^0|J^7°f KS 

|N *ot£& HfH<l3 

28^|Ei6©W®L 

|N *ot£& HfH<l3 

34^|Ei6©W®L 

|N *ot£& HfH<l3 

30tCHES©^®L 

|N *ot£& H|M33 

30tCHES©^®L 

|N *ot£& H|M33 

3HC|Ei60)W®L 

|N *ot£& H|M33 

28^|Ei6©W®L 

|N *ot£& H|M33 

32^|Ei6©W®L 
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$1475\ 6 is z 	ffiliAft ftvf* (Q499-z121/J327-z119/L404-k) , 

(t) —0t')M 	7° 	KegUIJ*1-41 : 2ot:.-_,Eaa) 7 Z i REM /3\ 6 tszH 

tc M=D7j11) .7° 	K7510j#241 : 26(ZEili3O) 7 Z i RgEN75\ 6 tszid$148 

cktieMEGAI ,)•7° 	KLMIE10)7J1 ,)/'7° 	K75101J*14 : 31 t:ENZODAAL 

$1475\ 6 tSZ 	ffiliAtt ttvf2tK (Q499-z121/J339-z119/L377-k) , 

(u) M—ot i) ,.7° 	K egog# 24 : 12(ZEi1i3O) 7 Z i RgEN/J\ 6 tszH 

$14, m0)7j1 i) ,..7° 	K7510j#24 : 170(ZENCO 7 Z i RgEN75` 6 tsZH$14 

8,trieMEGAI ,), 	KLMIE10)7J1,), 	K75101J*14 : 171V:2$-1'40A 

AL$1475\ 6 ts Z 	ffi!tiAttt-r`vf2tK (Q153-G4k/J142-G4h/L180-k) o 

[ 3 3) 	[ 3 2) t::_gaik,a)WtiAttt-Al2tK 	— K 	Z AR. 

[ 3 4) 	[ 3 3) 6:.-_,EAMTARet*A-,3_ 41.7-c 	5' —. 

[3 5 ] 	[ 3 3) 	t:.-_,Eili3ODTARVL- l, 	[ 3 4) 	(Ziailia0) 	'9' —-A-tild 

[ 3 6] 	[3 5 ] 	6:.-_pEilcOUNt~tA 	a.' Lt:: ck(,) , 	[3 2] 	t:.-_,ER4a) 

ffi!tiAttftvf2tK..'Z 	510 

[ 3 7) 	[ 3 2) 	6:.-_,Ea0)sliAttt-Al2tK, 	8 ct tieW4-41gt:.-_,E-74:5 tt.Z#E1 

1* gtiNEWMIto 

[ 3 8 ] 	fflita, 	fflita1*,!1'#,, 	t I., < 1, fflitat:.-..at 	-zA;f,,a)fi-3„t 

rie/7-cWiixat:.:111064-LzE3lajaMt---ez, 	[3 7) (ZER40)*Mt. 

[ 3 9) 	fflita, 	fflita1*,!1'#,,, 	t I., < 6fflitat:.-..at 	z Ate, 	EIA-CM 

MVIII' 	8„trie/t•-,:t3t,htlEEIVAINilMvIIIt 	1g)3t,hta)1E-Ftsol, 

tAt::_ck .D -Cftf1-8,trf/tc_- tAER -ZAt-CZ, 	[3 8] 6:.-_,Eili3O*Mt 

0 

[ 4 0) 	Ella; 	VIII t 	8„trf/7-c_-(,3tftlEfillaNk 	Mviii t 	19)3t 

tta)1E-Ftsol,1::_ct -D -Cftfl8ctrf/tc tAEJR -ZA#,,e, itaTMA--e 

z, 	[3 9] t:.-_,ENCONWto 

[4 1) 	EIGI-MMVIIIt 	-3,,krf/V-c_-(,3tftlE.01G4-y3;1Mviiit 	0) 3t 

toD1E-Ftso 1_,1:.-_„t °D --C ft a 8 ct Ve / 	tc t A a 	ZAte, Elvra3;1M 

%<v±miiihnmmMw^mw~j-%/&T&±miiihnmmMw c 117] 
'WIf 02*21-1 C 6 S ] v<2r9? 

z.vmmjr rrnf^no#iSKz>i. 
%<v±miiihnmmMw^mw~j-%/&T&±miiihnmmMw co 17] 

o 

GftOT£02*3§-1 [ 8 S ] v£<^ai?1^4Sl^^£/:0r^P§£Xcrriif 
^10 # ±^\cD^mcD i H 111 AH HI MWI-^I ̂ £ /.•a T SP i m 111 m HI 
IW >n ^ W VWIW [6S] 

o^wmcom^i cL£) 
>n <$ jrjp ngiffl [ss] 

"mmmm-comm^ czs] cz.s] 
°*g£t tm i-w#«3 

(DM?, inczs] vriTn^2^4»^W0S2in [g s] [9s] 
°30 

fflia^^-^^v0S2in ci7S] ¥py?-1 ess] ess] 
o-££v^£Y£{^|1^02*2§ri CSS] C17 S ] 

°|1^£-M-I=^TO1'W#«-0S2I-1 C3 S] CSS] 
0 (>!-08n/4t7O-2t7Lr/>lt7O-e9LO) 

W02>2§-Hn : ^o£vfio*0EZI|!g^\H -££ V fi 

IfH£^ <5 ^[143111^^ 02*21-10Z. I : ^§0431^ .H ^yfi ̂CO-M vIi 

<^[143111 ̂^02>2§I121 : ^§0431^ .H ^yfi o*0-§f (n) 
v (>1-Z.Z.£-|/6llz-6££r7l2lz-66t70) 

-n^02>2§ni£ = ^o£vrio^0E3H^.H ^vrijp©=^ja^ 

^043111 ̂^02*211192 = ^§0431^ .H +£ v fi ^'0ri vIf 

<^[143111 ̂^02*211102 = ^o£vfio*0-§f 0) 
v (y-mVQii?-LZ£r/izi?-Qm) 

98t79/,0/II0£dTAL3<I zz 9/.U90/ZI0Z OAV 
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VIIIt8ctZie/tc_- tAttiLEIVACMMVIIIt -Tt:3-,11-Z-f 	LE‘,i — effl 

IR L -ck,NzA*---ez, 	(3 9) tz.-_,ENCONWto 

(4 2) 	iflauMviii[118cktF/t-ca5titiLICITY;kkgMviiirj05t 

ft01E1tSOLVAt:.-_,t 'D -Cfb-18crie/ 	tt tAEJM- .6 Ate, ,1Tfti[IM 

A--CZ, 	(3 9) (,:12,a0g1Mtc, 

(4 3) 	iffraailMviii[18ckrf/tca3tittILEIVAINkMviii[103t 

ft01E-Ft::_ct -D -05V1-8,ttie/tctAER -ZAte, 	7 A- 	E‘)1,1--, 	Kft 

--eZ, 	(3 9) (,:.-_,ENCONWto 

(4 4) 	( 3 2) t:_-_,Ea0=ffiliAtttv14K, 	t'L- (, , 	(3 7 ) — [4 3 ) 

0oTtt.b\-1Al,:.-_,Eaa)AdfiZt4 -Zifit -g-tiN, 	fflifa, 	fflifait -') A 

tt L <1, fflital,:.-.E1111- ZA#ATi8cf/tcl, ;8* -Z5A. 

( 4 5) 	( 3 2) tz: galC 0 	**At fA171K, 	tz-_- 1, 	( 3 7 ) — ( 4 3) o 

oTtt,b\—
+

r -_,ENCOUAlt -gtiN, 	(4 4) tz_,ENCO[ibs c f/tzL- W-8. 

* -Za11‘,\Ztct9510*v 

(4 6 ) 	(3 2 ) 	t:.-_p6a0ffiliAttti-NK, 	t'L- 1, 	(3 7 ) — (4 3 ) 0 

oTtt,75\—*(,:.-_,ENCONWt0, 	ffin, 	i:11:1*,!&*t) L <1, fflitat:.:E111 

-ZAV:,,a)M/t-c1,t%x*A1J0tacz.-.V,IZVH. 

(4 7 ) 	fflita, 	fflitai*Att, L < afflitatzet 	-ZA;f,10-. M1-3,trf 

/tc-ig5-8V/EHO, 	(3 2) tz_ilaa0=IttiAtt#A14K, 	t'L- t 	[3 7 ) — ( 

4 3) Cl 0T  

REIA0)50A 

[0013] *R13)11,:.-_,t 	A8ctr_nANA0aNO1~7 	F. V 

HIGAggitaTZtitGALN ,'ffi!tiAititt,Ige-a3-}-Tettlt-1/43511.t.c. e 7-L- 

. NA8ctriegiANA0aNODViEgC4-Zti-E1* --C -D -"C, F.VIIIC)Ag 

itt - Z Atte-A <, 75\ --D , F. XaseFE..V.MEH ea kiN*VtiAttiMilia 

efIlitt-1/4's ttico 	L I- ibt-i,121Kt — ARGz.-_, Eh* TOV'tftea < 	fiA7Igihtt a 

o LA. A.64-LZ z:LbN 6, *RIE1A0*M-iAtttrE14KtEMAL L --00-16-h-C 

-2--eZLA_64-1.Z. 

WO 2012/067176 23 PCT/JP2011/076486 

VIII ^vi i 

[3 9] tC§Ei60fljm, 

[4 2] «M@^vniH^fed;0ys/ctt)m<bifii}S;i@^viiiH^(D}S 

mxfoz>, [3 9] tC§E*60llJ3ct)o 

[43] «;i@^vinia^ad:t;/s/ctt}m«^;i@^viiiia^0s 

XfoZ>, [3 9] tClEic^lI^o 

[4 4] [3 2] ^lEicCD-fi^Stt^ Ztzte, [3 7] ~ [4 3] 

[4 5] [3 2] ^IE«6CD-fi#Stt^ ttcte [3 7] ~ [4 3] 0 

[44] tClEi6©^K33d:t//S/cti)^ 

[4 6] [3 2] tClEicCD-tt^atttfEl*, ttcte [37] ~ [43] (D 

[4 7] HHifli. L< 

/£fcte%mm<Ds [3 2] (C|E«6©-fi#Sf^/L^ S/ctt [37] ~ [ 

4 3] 0^-rtl^-IItClE*c0M^o 

[0013] yg^£<fctf^g^©gM<Z)M;££s£l$"r£#Ltt"C£>c>-C\ F.V 

III®at^^1-£)m0i%^#fi^S^jt^^^^Ws^tl/co ttc 

, mm&&xfmmm<D&n<D^*mmtziiiW-e$>?-c, F.vin©&tg£ 
fr-D, F.XasePlS#ffl«lN#fif#amjt^^? 

t: Mbinftti— 

zztfribs LTffia&Tt 

iT'S)l) t^TL btl^o 
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0 PA* ti: FIA 13A 

[0014] 	[ >41 ]F. Xase13.1jAfFJEll 	,V,IE1)] I., tc: 4 --eZ,, 	(a) 	F. VIIIatF. IXaL 4-al* 	(F. 

Xase) UFih  L, F. X3t,ItlEZ,:, 	(b) =ffiliAtti-i,12tKt, F. IXa 8,:t rfF. X 

t:.-11,i-a 1,, 	F. X 	3tftlE -  Z o 	(c) F. VIIIa8,:t Ve=ffiltiAtttAl2tKO)47Y, 

ttatl-t:.-..F. X 	3tft'fL -  Z. 	(d) =slixtti--otKio. IXa8ct rf/tc l,F. X 

t:.-Ailia -Z L.' L -e, 	F. Xase L F. 	07ffih 	Z . 	(e) =ffiliAtt  

#A1 	/`F. IXa8ck J/ 	tc: l,F. X6:.-111i-a -Z a.' L -e, 	F. Xase073tt 	13JJ.,VA-  Z. 

[42] 	1) —=,V,13)11,tc_-  4 -eZ. 	L 1F. IXa8,:t rf L IF.X6:.-_ -,11-Z 

ti-d2tKaffi 	eg200affiT-D,fimi L, rttNiNRIR. 	5' —t:*.7).3A A, tc_'. tli 

F. IXa tivi* L tAF. XtAl2tK0741.gi-atxt L L -CLMJ-;t_h0)=ffiltiAttAl2tK — i.Eitt 

RIR L /to  F. Xara±14A3tft 8 ck -OF. Xase FEA 4IF PI 	Nib L, F. Xagt1ZA 

3tfte-04 < F. XaseITAMEll eii kJ \  = M  lti A it tA 12tK 	I) -_ 	L /to  -,3_ 

61,:.=;05 V: 1/si.7‘ 12 -C 7 Z imixtkiro- a.- LT , 	7°1=1 H9' -I .7'tiv12tK 	11F2ii  L L- 

. 

[ >43] hA69-KQ/h826-PF/hAL-AQ, 	Q1-G4k/J268-G4h/L45-k, 	Q1-G4k/J321-G4h/L 

45-k, Q31-z7/J326-z107/L2-k, Q64-z55/J344-z107/L45-k0F.Xagtt1an 

ft 	71 -  4z 	Z. th`,12tK3e'ff-Y073 	6300, 	30, 	3 gg/mL (Human Factor IXa, 

NovacteRtgAtM) M, Human Factor XL ftv12tKga'PLa I, tz-_-10)21.,(100, 

10, 1 µg/m1-), EgAaPairmtvorm, fttHirm650rm-ez. em, 
tt 6 th',12tK6, WO 2006/1095926. ,E07hA69-KQ/h1326-PF/hAL-AQ L ELV L, ---C, 

A OF. Xarat143tft T Lit. 

[ 44] hA69-KQ/h1326-PF/hAL-AQ, 	7°1=1 	9' 4 7Tri,12tK, 	8 ck .0e, 	7 Z i RITA' 

4AL 7-c2,tivf21K OF. Xagt113tft 	7i -  4 T 	Z. tivi2tKga021..t300 

, 	30, 	3 gg/mL (Human Factor IXa, 	Novact (Rtgif.0,21) M, 	Human Factor XL 

ttvi2t4,..',4-YulLaLtz-AVEA')t100, 10, 1,u,g/mL), FoAarz,H%w23Aii, 

fttHirmt2o3rm T 	Z. AiM, 	a' tt. 6 2, 	'' tivf* 1, 	7°CI I- 51 -f 7Tri14K ct t) t 

A' OF. Xarat143tft T L tc . 

[ 45] hA69-KQ/h1326-PF/hAL-AQ, 	7°1=1 	9' 4 7Tri,12tK, 	8 ck .0e, 	7 Z i RITA' 

WO 2012/067176 24 PCT/JP2011/076486 

[0014] [^1]F.XasePMfEffl£U£BJ! LtcM^bl>0 (a) F. VIIIa&F. IXa^^ft (F. 

Xase) £JFMU f.XZfe&ittZo (b) F. IXafocfct/F. X 

f.XZfe&ittZo (c) F. Villa 

WLG-tttlZF.X^S^b-T-So (d) -fif#Stt^^F.IXafcd:t//S/ctiF.X 

•& il TJ\ F. Xase tl F. PMS"3~ §o (s) —tt 1=114 

F. IXafc <fctf/i;fc&F. XK^f •& d £~e* F. Xase ®;£<|4£ PIS "T£o 

m2']X<P lJ--y<f^mmLtcm^h^>0 t hF.IXafc^t/L KF.X^tt"t£ 
foWikfcttmMmmtiwmL. -izm&&/vtc0 st 
F. IXafttt£ftF.Xftft©$|^ta-y:£ 
^iiL/co F.Xag£{EgS1f33J:tfF.XasePlSfEffl£l5IMffiU F.Xa^^^t 

< F. XasePlSfFffl ft % X 0 'J —~yV L tc0 tS 

blZij&mzj&UTTS. 7°P 

o 

[|H3]hA69-KQ/hB26-PF/hAL-AQN Q1-G4k/J268-G4h/L45-kN Q1-G4k/J321-G4h/L 

45-k, 031 — z7/J326—z 107/L2—k% Q64-z55/J344-z107/L45-k®F. Xaj^flEiiS 

IHT'fe'ijo Jnfr/#/SCO}®^ti300, 30, 3Aig/mL (Human Factor IXa, 

Novact (lliii^tfll) M, Human Factor £;!!"£• L7c?j|®;jfiJit:ti100, 

10, iMg/mL)N i#sij^0tp^m0^ Z 

tlibtfLW&s wo 2006/109592^|Ei6©hA69-KQ/hB26-PF/hAL-AQ^j;b$xLT^ 

i^F. Xa££{£iiS1f L/co 

[ H4] hA69-KQ/hB26-PF/hAL-AQ% 7° • h * -f 7°^fr, £ <m T $ JIIS^ £ 

ft<*5§&©)lJ£tt300 

, 30, 3^g/mL (Human Factor IXa, Novact(Iliii^tflO M, Human Factor Xtl 

10, l^g/mL), |#SlJ^0tP^i2^ 

mm, zn^mm^n 
i^F. Xa££{£iiS1f Ltco 

[H5]hA69-KQ/hB26-PF/hAL-AQN 7°Ph^^7°^^ £<m 
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4A i_, tz-_-2,Atj-`vi2tK OD F . XaselTAilHEll 	.7j -  4  ---e 	Zo 	hA69-KQ/hB26-PF/hAL-A 

Q, 	Q1-G4k/J268-G4h/L45-k, 	Q31-z7/J326-z107/L2-k, 	Q1-G4k/J321-G4h/L45- 

k, Q64-z55/J344-z107/L45-k, Q85-G4k/J268-G4h/L406-k, Q85-G4k/J321-G4h 

/L334-k, 	Q64-z7/J344-z107/L406-k, 	Q64-z7/J326-z107/L334-k, 	Q153-G4k/J 

142-G4h/L180-k, Q405-G4k/J232-G4h/L248-k, Q360-G4k/J232-G4h/L406-k, Q 

153-G4k/J232-G4h/L406-k, 	Q458-z106/J346-z107/L408-k, 	Q360-z118/J300-z 

107/L334-k, 	Q499-z118/J327-z107/L377-k, 	Q499-z121/J327-z119/L404-k, 	Q 

499-z121/J339-z119/L377-k, 	Q499-z118/J346-z107/L248-k, 	Q354-z106/J259 

-z107/L324-k, 	Q460-z121/J327-z119/L334-k, 	a YQ499-z118/J327-z107/L33 

4-k0)F. VIIIa#11-Ft:.:80. ZF. IXat::_,:t ZF. X3tttiEt:.111-Zfej7j -  4Z 

Z,, fh`,12tK a) F. Xas e [TA ilf PI (,, 	th`,12M))11 ag.740)1:9301.75` 6 tiL14K,w3Am 

zi-Yogo61..-egutctiT71 Lk-. tiv12tK38A021..6300, 30 g g/m1- (Human 

Factor IXa, 	F. Villa, 	Human Factor XL ttvi2tKg'ff-YUPLE Ltz-_10)aft,t100, 

10 µ,g/mL), EFIAaPairm66rm, RtHirm6v43rm-ez. 40110)F. Xase 

FEAMEH 01Fie.7°7 Z 6:.-..0 < a E, F. XaselTAilFJEWNO. el  M, WO 2006/1 

095926ZENconA69-Ko/hB26-pF/hAL-Act 0 F . Xase 13.0AI/fill 	7T L tc: c, *ft 

HA oti--vi* ---c, 	hA69-N/B26-pF/hAL-AQ L ELV L -c, 	Nk, \F. XaseNLVA'FJEll 

7i 1, tc , 	t L, < l, 13JJAIIHEll 	71,_ 1:4:75` 	AL-, 

[ >4 6A] 7°1=1 	g4( 7°1Al2tK, 	8 ck Ve, 	7 Z I Rffli- 	4A I., tz-_-2,Vi-`vf2K O) 7 Z 

I REM 	Lk-  >4 ---(Z. RefMt::_gEM7`EENC,-, 41:T1,N 1-SliNt'i'a6NameN 

0)1PkWilgEN 	ilEili, Lk. Kabatt 	/ I) 	'---eFiA 	Z*1-41:.= 7 Z i Re 

tsompfft 	I-- (/ \-( 7 	) J 	711_,7"cc, NameNLRefM07ickilAilEL$51 

1,, RUTZ i Ra)M-Pff 	F. 	( K'y F) J L 1_, -C711_,, AtSZMPM, Name 

Ma)icA'1'3A110)77 -Z ing7i Lk-. F. Xara±111A3tt1i=7_h6:.-.A5TZ a.' 

LeP1675NLts -Dtc7ZJOW4T# -D -T 	711,7-co 

[4613] 	6A00,07 	-CZ. 

[>46C] 	6B00,0”4 -CZ. 

[46D]4 6 ca)0„a”4--ez. 

WO 2012/067176 25 PCT/JP2011/076486 

hA69-KQ/hB26-PF/hAL-A 

Qs Q1-G4k/J268-G4h/L45-k% 031 -z7/J326-z 107/L2-k. Q1-G4k/J321-G4h/L45-

kN Q64-z55/J344-z107/L45-k% Q85-G4k/J268-G4h/L406-k, Q85-G4k/J321-G4h 

/L334-k% Q64-z7/J344-z107/L406-k% Q64-z7/J326-z107/L334-k, Q153-G4k/J 

142-G4h/L180-k% Q405-G4k/J232-G4h/L248-kN Q360-G4k/J232-G4h/L406-kN Q 

153-G4k/J232-G4h/L406-k% Q458-z106/J346-z107/L408-k, Q360-z118/J300-Z 

107/L334-k% 0499—z118/J327-z107/L377-k% Q499-z121/J327-z119/L404-kN Q 

499—z121 /J339—z119/L377-k, Q499-z118/J346-z107/L248-k, 0354-z106/J259 

-z107/L324-k, 0460—z121 /J327—z119/L334-k, &t/Q499-z118/J327-Z107/L33 

4-kO)r.VIIIafe1±TlZ£>tf Z>t.UalZ£ Zr.Vfr&itlZttt 

ft<to§&©)lJ£tt300, 30Atg/mL (Human 

Factor IXa, F. Villa, Human Factor L7t^0}j|j^ti100, 

10Atg/mL)N Uftmu&Zo ^©F.Xase 

F.XasePMS^ffl^il^o WO 2006/1 

09592^|Ei6©hA69-KQ/hB26-PF/hAL-AQ^^lNF.XasePlS^ffl^^L/co 

hA69-KQ/hB26-PF/hAL-AQ£: hblx il^F. XasePlSfFffl £ 

^Ltc, 

[|16A]70P 71TE^ 33<fctJ^ 7 $ Jl£g^£® A 7 $ 

J1113fi] £ ̂  U tc m T? fo & o Ref M iZ IB^J £ §B<6 3 tlT IN ft 1^1^-teNamely 

O^^mm^mLtco Kabat^yA'J 

r- (/\^f 7>) J ^^^L/c0 NamelytRef^y®qr^IJ^^rhblx 

U IH yilCDMp/r^ T. (K^K) J Sft^MF/rtiName 

m(DvI^m(D7$ JMZ^Ltco F.Xa^^3tSttfp]±^tt^-efe£C 

tbt>stta-? tc7$ Jiiift-ea o Ltc0 

[^6B]^6 A0^$0l|-e&£o 

[|H6C]|H 6 B<DHfcts<D^-Z$>2>0 

[^6D]^6 C(D^(Dm^h^0 
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RIJAAJA-0-6tc.191)03:f0,..§ 

[0015] *PIUS* t:.-.. Ea -,3_ tt.Z**IiAttb-Milia 	Lt, /-.Pts < Lt 2fEffio 

A ts Z trLEJ:34 L -ctixoigize-az a- L e--e 	Z M—otr-LIgeag3a L 

=0)tr-LIge-a3ma -g-ti•c. m—Oth-Jge-a3maLM=opti-Lme-a3mita, -- 

4-LTA-L, 	F. IX8,:trie/VL- 1, F. IXaLF.Xt:.31 L -Cliii-a3tft 	L-COtt3SIti 

t::_li.Riftql.":4:07Y, 	RAJ'S, 	ttv12tK, 	Scaffold 	(t14K03) , 	/7° 	K 

1g)tiLIF.L otlii-at:;o5i-s3ma, 	7-z-_-(,i,A3,,E13,fii-g-tiIhm- 	(,Isz a- Le 

--C,Z. 	Scaffol.d3L (,, 	51  -)72 'y 1-31,:.-Aiii-a -Z a L -CR-Vg5t-7-  

Z ct -) 4:1:3 --e 	t,J , ,Pts < Lt 1 -D Of,-7,01gti-Vgt:Ai -a -  Z a' L e-e 	Z INK 

*CiVigt:.-_kti-:t,),-  K --ett3S, 	Eoct -3 tst ,), 7° 	K -e -D -Ct 

oz z.: L 7Y--e 	Z. -t. a) ck -3 tst ,) / -7° 	K OR L 1, -c 1, , IN AiS, tti12tK 

ii-Val-pl, 	7 4 11=1. 	(W02002/032925) , 	Protein A K )< -f J 	(W0199 

5/001937) , 	LDL • ch'.s'12tKA K)( -f J 	(W02004/044011, 	W02005/040229) , 	7 

*1) i 	(W02002/020565) 	106 	75N, 	Nygren 6 	(Current Opinion 	in Structu 

ra I. Biology, 	7:463-469(1997), 	Journal. of 	Immunol Methods, 	290:3-28(20 

04)), 	Binz 6 (Nature Biotech 23:1257-1266(2005)), 	Hosse 6 (Protein Scie 

nce 15:14-27(2006))1ZEil tiZ L.' Le 	Z. etc, Cur r Op i n 

Mot. 	Ther. 	2010 Aug; 12(4) :487-95. AbDrugs. 	2008; 68(7) :901-12. 6:.-..Et q'1. 

ozck -31,:tVigttLEdzeca -Zz.:Le-e, 	ICE110Zz:Lti-e 

Z. 

[0016] *RBA t:.:80-C, *ffiltiAtttagtliiaL 1_, -C 1,, /-.Pts < Lt 2fEffia)A 

tsZti-VgLeca 	Z a' L e-e 	Z3 --ett3Slit:.-..IiitZ -1 /43s 41.1-soe, INAJS 

, fi-i,12tKAbScaf fo I.c138 c *Oa' 41.60MA- a)_hzEttLIgeag311 -g-t1Nt ') 

/ -7° 	Imo, TAD'a• 	• \ "'7° 	K 13\61-sZ7 7°  , 9 ' 7 	el,i64-t., *-3 

-e-D -ct ao I., z.:41.610*212tv-C -D -ct ck oc, PT 	I., 0**IiAttttLE, 

*ii-a3 	L I., --C 1, , 	,Pts < L t 2-D oxfs z ttag t:.-..- t.,--ctixoigt:.-Ai-az a- 

Le--e,Z*ffiliAttftvi2tKtIs Z a.' L 7Y--e 	Z. *RIE910F.vIII0R-I 

ita -Z3t,ht -Zt-riA2tKt:.:1-3k,\ -ct, lit:.-..pT 	Loftvf2tKL L. z, 2-D oAts 

WO 2012/067176 26 PCT/JP2011/076486 

[0015] t^mmo 
LT^Jt^lClp'n t" ~b z tifx^ &W>—CDjjtJ^i|p-n nMiLtM 

—C0jjtj^i|p-n tjN0 ©iaJ^lp-n pPfttis ^ 

tl?tl, F. IX £ <£ / S tc & F. IXa £ F. X £ ft L T £M L X ^ tl l£f# 

Stfts Scaffold#? GntiMi#?) , ^7°^K 

#©SLH^ tblf& Z 11f 

X%Z>0 Scaffold#?^, *-*fv \*ft?izm&t2>z£-cmm%:%nt 

Z> J: 9 T?& y, '>& < £ i 1 o ©JiftiaJI ZZt ifx $ £ it ft 
'J ^7°^ KT'&tU^ £©<fc 9 'J ^7°^ 

^©<£9&*°'J^7°^ K©$l£ LTtis 0!Jxftft 

qT^I^ 7<7*P?^f> (WO2002/032925) N Protein A SP< -f > (W0199 

5/001937) N LDLgJgftAK^'f > (WO2004/044011, WO2005/040229) N 7 > 

'J > (WO2002/020565) =fCD(575)\ Nygren£> (Current Opinion in Structu 

raL BioLogy, 7:463-469(1997)N JournaL of ImmunoL Methods, 290:3-28(20 

04))% Binz^(Nature Biotech 23:1257—1266(2005))% Hosse£> (Protein Scie 

nee 15:14-27 (2006)) tClES©#-?^:^^ hZt. ifX Curr Op i n 

MoL Ther. 2010 Aug; 12(4) :487-95. ̂ pDrugs. 2008;68(7):901-12. tC§E3 tlT 

IN £ J; 9 WiaH IZB-St &Zt ifX $ £ ̂  7°^ S#? £ IN £ d £ =fc T? 

[0016] *^£33^-^ LTfciU '>&< £t,2ffi£|©g 

ft£^tZZttfXZ&ftTXfotl3 tl&IN0Jx 

s Jjtft^Scaf f o Id#? 33 £XfZtl *> ©iitt#©±§EftJI^£Bft£#fr 'J 
^7O^K\ tern#?**?? *£-#? 

XfovXb&^LZtibfD&wfoXfovXbJ:^,, $?£ LlN#fif#SftJjtJ^ 

LTti, '>&< 

£ ifx $ ̂  &miz> z t ifx $ ̂ o *fP£©F. vi11cv>mm£ 

mzft% LT, 2o©s& 
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Zttagt:=1- 1,-CtiAr1191,:tliia 	Z a.' LeT 	Z=ffiliAtttvf2tK(bi specific a 

nt i body; BsAb) (=frtiAtttvf2tKL 14 att.Z *a t 	Z ) 	61sZ a LeT 

Zc. 

[0017] *ftliJl6:.-.1-3o-c-  1-#1&314i 	Lt, Atsz2ai,;Lhad$14L-Ratj, 	--4-t,T1-t, 

Ottag6:31 1,-Ctliial711,14Z314"--eZo 	ji a. Z, 	1-AtSZH$14 _1 	L (,, 

tcT1_,<tAi-sZt-r`LIgt:.-.1,1--Ztr-vf2tKoid$14Uge, 	--4-0,:iiitZ -,354-t,T, 	7Z 

I REM eThiN t:.-..AtS -D --C.  0 Z FitI4Ugsg -  Z. AA1-$14t, IN AiSW02006/1 0 

9592(ZENCODat::-It 'D -CERI' - Z a' Le-Cs ,. Z. 

[0018] *RBA V:8 0* Z *slixttti--ani-a3 	(PTA L < 6=ffiliAtf-r`vf2tK) i, 

, 2gi,;1hoAts z YEE, 6:.-.14 L --CtiAtt - Ztr-vf2tKt L <1, tr-vf2tIfiA-b\ 6 ts 

Z3 --eZc. *ftqlottAtVtit:$1_11R -1 /4354-0-soe, 	i 	i=i—J-11/TZ 

a.' L751 T 	L 00 *ft HA T1111 -,3_ tt.Z 	i 	i=i— J - 11/tAl2tKL 1, --C- 1, , 	L H 

7r,. 	7V H /\11.'91—. 	r,t-*, 	L%Y:'), 	7 ,9r, it11/0EYttElEA 

a) 	i 	m — J-)14Al2tK tc_qd- -e ts < , 	4)( 7#A1, 	L 	lEttvf*, b i spec i f i cfA 

12tK tS Ls A A rvg t: 2, 	LtcitiRKLi1,qA_Mttv12tKt A- 	tt.Zo 

[0019] etc, *RIE1)10**!tiAtti-Vge-aLtsZt-Al2tKa7LtA6, AtsZtaYe 

--C t A oe 	i&0314 	L -CoZ a.' L751T 	LAN 0  

[0020] *RIElAt:.:80. z*slixttti-age-a3, miRmatAA.t-orlicEllo-cra 

t-,3_ .-ttc_- NatAA_M-Iti-i12tKTZ a.' L751T 	1,00 	(RAJ'S, 	Borrebaeck CAK an 

d Larr ick JW, 	THERAPEUTIC MONOCLONAL ANTIBODIES, 	Published 	in the Uni 

ted Kingdom by MACMILLAN PUBLISHERS LTD, 	1990 OM 0  KAA_M-Ittv12tKt 

, 	-t1-1. —  K - ZDNA/\-( Vs I) K-7, 	t..,:qt-r-Li7tKvat -zsliFi) .  

Ltoti-vi2tKratumb\61=1-=1,, 	tc1: ,9i-6:.-..magi.3AA, --e, 	a- 

4-t.,rgt (rgtum) t:.-AA Lat:s -tz z: L t:.-..ct (,)14Z z: Le- Zo 

[0021] -;s6 t:.-_, 	*ftlElAt::80- Ztr-Alzt, 	whoreotr-L12tKt0---ets<tr-L12MA-Ab1E3 

1Et-ri12tK, At rft::_ftyptKORMe-g- 	41,-c ct 00  

IN A_ 6StAl2tIft A- -\D1E3 	1Etti12tK L 1_,-Ct, 	y-r7t5-1 (diabodY ; Db), 	*A 

Itttvf*, —*Mt-M2tK (it-F, scFvLt Eili, -Z) 31-sE7Y-A-V-LZ,:, 	'La.' 

WO 2012/067176 27 PCT/JP2011/076486 

•i> itrEJii L ThZ.t. ifX $ •& —(b i spec i f i c a 

nt ibody; BsAb) Zmtf&Zttf? 

[0017] *%n%iz£r±±®L|lj mt£Z>mu±(Dmt££rL, 
(DjnjMizttLrfa-SffiZ&LmzLffi-e&Zo zz?\ ra^^Hiij tit, 

«®LII&N ^1^^02006/10 
9592^§Ei6(OT;£tC^ TlXt#~t £ £ t 

[0018] w& u< & 
, mtx±(Dmte^KmzttLx$m\^Mtz>%iWib u < 

^ P-^Mnft.*: LT^ Hh, 

7^7, =7V k /\AX^- ^3% L7^\ =yO^\ +tJl<^(Dm%)&%: 

0fy^P-tibMltft<, t: MbSttk bispecif icjjt 

wt££\&mzw&Ltcm^tmxmfaw^t.tiz>o 
[0019] tztzs 

&iI©L$i£#LT^.S IA\> 

[0020] 

£3#tzM&Xmijifo-e$>Z>Z.£tflR£L\,\ (00*.^ Borrebaeck CAK an 

d Larrick JW, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the Uni 

ted Kingdom by MACMILLAN PUBLISHERS LTD, 1990 #B§) 0 

, ^tl£p-S"t£DNA£/W 7"'J S-V, 

m^o)M*m±mmfrb<7n--y<?[sS n 
ti£7s± (7s±«) lzmXLM£.3-G2>Z.£lZ£ vrnzzttf-c^zo 

[0021] 3 biz, *%nRiz£ttZfomzi^ Whole0^ft/c^-e^<^ft|ff^r^ffi# 
TikMks tiT <£ i\ 

LTti, y>T T#T4 (diabody ; Db), B 

(JUTs scFv^tlEict"-?)) l50 
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Z. 	I-Fvj 	kfiA- tffid\ODY-E12t1fiA-Tt,), 	'A' 	7̀ cl:tr-LEIEge11311C L tlii-a3MIA 

A-  V. 

[0022] 1-Fvj kfiA-1,1-DO)F1$141_RiiAti  (VH) 8,t veLtIMJIAti (VL) e4-rl:me 

at:.-_,t(,)t<i_ttlii-.35 tat Y 4 7 —  (VH-VLY4 7 — ) --e 	Z. 	-U, 	_IAtia)3 

--D o$PIERICAVAX (complementarity determining region; CDR) 75qH 	,flf 

PI L, vid-vLY-( 7 —19)(,:---ttagtlii-Eig311`LUM 	Z. 6-  0)CDRetr-v12tqztrE 

Ellii-a531i111-4 L --C o Z. 	Lb\ L ts e 6, 	1 -D a)Ui_JIAti ( 	t.,:-  1, , fi-Vgt: 

IiAnts3-D07CDR07a-A-ti•Fv07#3•) --e .D --Ct, 	tii-Eìg3iiick (,) tAfil 

Itt1E0e, tARVE,10 L, *ii-a -ZR)] -Z. 

[ 0 0 2 3 ] e tz -_- , 	FabkfiA-  (F(ab) L t of att.Z ) 6 -,3_ 61,:_, 	13140ZWAIV i ctrfH$14 

OtWati (CH1) 	at 	Fab' kfiA- t, ttL12tKa) L J 	•11A±5-175\ 6 IV 	tz-_- (, -t.  

'1.1-;t_ta)5--1 J 	''A-ti•Idtl4C1d1;:3Atia)t)1/ 7J**FIEA1930Aall-)ill 

O<76:.-. 	Z, 	Fab' -SHL (,, 	tgq/101 	tz-_- (, -t.  

tt.J-;t_t0)54 	Ra75q'ME077J--)1/a -ZFab' 	71 -t)a)--eZ 

c, 	F (ab' )kfiA- 1, , 	F (ab' ) 2 .7°:> 	5iliElt0) L J 	311E130):> 	5-4 J6:.-.1-36J•Z:') 

)1/ 7  -I Ke-aommt:.-_,t (,) III -1 /435 tt. Z . 	lE*-Vg t:.-Aiii -a -1 /43s tt.tc -- Olt, a) ttvf* 

kfiA- t 	41,:.-..111641.-C- 1,\ Z. 

[0024] y-r 7 t52  4 (,, 	ittfRiltal,::_ct (,)**-,_ r't,tz-_- 	'105(bivalent)laftlE 

ttvi* 	#1 , -  (Ho l l iger 	P et 	al., 	Proc. Nat l. Acad. Sci. USA 90: 	6444-6448 	(1 

993), 	EP404, 09724', W093/1 1161-'4). 	Y-1 7t5 4 6, 2*077J1 I) 	7°.K 

$10\ 6WVstt.Z Y-f 7 ---eV,), 7J1,),-7° 	Kt146-/7, PI L314*-e3IM 

_IA IA (vo aveHtlm_Rqx(vH) e, mi\ t:.-111i-a--e 	ts ota:.3FL 0, IN AiS, 

2-12qaepT 	l., <, 	:35 6 (,:.= 3 —1 0RaepT ij<, li6-,:65Rafilv.10 1)  

t -t:.-..,t(Oilia:3541.--COZ. 	ITA-7J1')/7° 	KtItht:.:— K -,354-LZVLLVHL 

effiT =i1 17tKU 	Z tc: 61), Y 47 t52  -I 62"-D07ttagtii-ag11 -Z 

[0025] 

Z:LLI-SZ, 

—*$14tA12tK 	it 6scFvf-ri/42t1fiA-  t::_t. tti12tK07VH8ct Ven'WilegV-L. 	a.' 

WO 2012/067176 28 PCT/JP2011/076486 

[0022] TFVJ (VH) m iftmmm 
1^Cc£^iK^3tl/c^y V- (VH-VL^yv-) -efe^o &RT^$©3 

1^6 (complementarity determining region; CDR) 7^fl=|5fE 

su vH-vL^y^(Dcmff^mz^. 
[sfristeifbs (S/cti, fcmiz 

f#S^&3^®CDR0<^£#frFv0¥#) U tiffi 

it ZBtjOlkfelt&o 

[0023] ttcs FablffK" (F(ab) £ t PMtl£) 

(CH1) £#&«, Fab'lffm^ fcWoityVW.n-frbmiZtcte^ 

*ULt©is X > £#frHHCH1 £ ;U/1f ̂  £ttJD 

^CWt^T-Fablff^S&^Tl^o Fab'-SH^i, 

tlJ^±0:>X7M ZTjkTbW&Z 

o F(ab' F(ab')2^7%>>rF=Ht^©L>^0^X^ 

7JU7-r 

t £> tlT IN £o 

[0024] m iz £ V mm$ tlfc^m (bivalent) (Dm ft ?1k 

#tft£Jit~(HoLLiger P et at., Proc. NatL. Acad. Sci. USA 90: 6444-6448 (1 

993), EP404, 097-S§\ W093/11161 ̂ )Q 2*©;tf 'J ^7°^ K 

HUlI^-eLiiqr 
^m(\iL)Amm*!^mm)tfs K^iz^u^t^mzm.^ 
2~i2iiAws L <, ^^C3~i0ii^s L <, ^iztebm&fc&o) >j y 
tJ-lZj: U^^tlTlN^o m-tf'J*?? KII±^=I- PZtlZVLtVHt 
te, ?<Dffi<D'J y*}-&m^fcit)&MRl£ftM7:7?* > MT&Zt 

mtzfctf), y>r 7-&T4 
Z. t tfe&o 

[0025] —fc&scFvtfEftBr^CW:, StftOVHiJ tl, d 
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41.60.*±At*—a)ti) ,..7° 	Kt1411:4:4/±Z. —Nt:.-_, Fvt I) 1'7° 	K 

6 -,3_ 66:.:VH8,:t venwlormt:.-Al 1)1'7° 	K') J)J— 	-.A-A,Z 	t'J, 	a.' 413: 

t,) scFvt, tiageaa)tc&51,::_;0540C,SUZ a.' L 7VT 	Z (scFvO) 

AtV,1,:.= -Dliv-Ct, 	Pluckthun PThe Pharmacology of Monoclonal Antibodies 

3 Vol. 113 	(Rosenburg and Moore ed 	(Spr inger Ver lag, 	New York) 	pp. 269- 

315, 	1994) 	Oa)  . 	*RIE1111,:.= 8 0-  Z I) 	t —1, , 	-t. 0)iYAV:ittlii -,3_q'ttctii, 

1* Ul_RiiAtia)5tIR.13Ja.VA- Z t a) TtS Ott. ali le:: FitZ :35 tt, 44: O. 

[0026] IgG'91 -( 7°=ffiliAtttAl2tK 6IgGftv12tK vIt 	z / \ 4 /1) K-7=f2iita 

a L t:.-..ck -D "tt 1.; Zhybr id hybr idoma(quadroma)(Zck -D --C- 35Ps4-,3_ .-t•Z 

LeffiZ 	(Milstein C et 	al. 	Nature 	1983, 	305: 	537-540) 	c, 	7-z-_-  ffIlYgO) 

=a0IgGV*hG 	Z314)3zrfFitl4a)itiR, atimmoilffivaiiNt:.-AA 

Za'Lle:.:ct-D -CARIVS -tZZ:Lle:.-_,t-D -C35;s6:5 -ftZZ:LefflZ. 

[0027] Z.:0)1EHMODCH3q*ZiLAtS7Z i RiMitlY-0-  L.' L le: et 'D -CHM t: -D 0 ---C 

iN5- 1=1 1:41da-ta)IgGIEArlig6:.--3516t -tZ a.' L t ffiZ 	(Ridgway JB et al 

. 	Protein Engineering 	1996, 	9: 	617-621, 	Merchant AM et 	al. 	Nature Bio 

technology 1998, 	16: 	677-681, 	W02006/106905, 	Davis JH et al. 	Protein 

[0028] 

Eng Des Se l. 	2010, 	4: 	195-202.) 	c, 

e tc, 	LtIce: r4 1., ""C le, 	Fl$141Pk*15-11e:.-...LL,<Z1314*±5.10)*OftelakiN a.' 

L /3" 6 , 	IrJ 1-1$141e:ecal4A_MZI:ki&O)314e141  6 41, Z L.' L egJj4 -,35 41,, 4Z 

ft 13/1 0 tiv12tK 1,  , ItA10314 - zz._-LlifftiL -zta)-ez. 	a-oltAL 

14L 	1-1$145,21RVelNle.:4AZ L.' L le:,:t .D ---CIgGRIR,-,3-ftZ z._.' L ---e5-  

0)A0=WtiAttIgGORTR3YL tcl: Z. 

[0029] e t..z, 	Fab' 	'1E''441gle:.-..1:44--Z Z: L le:: et 'D --C.  t = ffiliA ittiii* 	ilf Tz' 1,14 

Z. INAJS— Oti-T,12tK75`6,37011,7tFab' 	o-PDM(ortho-phenylenedi-maleim 

ide) le:.= -C71, -f Z Kt 1,, 	L.' 41. L t -3— 	0)tiv12tK75` 6011' 1., tc Fab' 	rit.3 -,3_ 

-ftZ Z.: L le:ct t'), 	AtSZtiv12tKEIEIFeb' 	17±1Zilf,-,3_ -ft=*!tiAtt F(ab' 	)2  

ilf-l -Z L.' L 7YffiZ 	(Ke ler T et al. 	Cancer Research 1997, 	57: 4008-4 

014) c, 	AL- Fab' 	-7J- = H=1- 9_,-Mgl (TN13)0341* L Fab' 	-7J--)1/(SH) 	 

WO 2012/067176 29 PCT/JP2011/076486 

t>izvm£x?\iLmn(Dmiz7t-sij'<7°?- su zniz 
ctlJscFv^N inWs^n'a (DfcSbIZIJ^™^ Z hif7i'x*£> (scFvCD 

l^TPLuckthun ITThe Pharmacology of MonocLonaL Antibodies 

J VoL.113 (Rosenburg and Moore ed (Springer VerLag, New York) pp. 269-

315, 1994) £#BS) 0 *%BRlz£ttZ 'J tl/cjjt 

ft £ PISt Z> t OT?t£ ljtl3 tlftIN0 

[0026] IgG^^y-fi^S^ft^IgG^ft^^^-T^/N^yj 

U •Shybr id hybr idoma(quadroma) tCcfc o "t± -2) Z 

(MiLstein C et aL. Nature 1983, 305: 537-540) 0 

[0027] d (Dmm.(DCU3mi&lZ^ti;7 $ J mm&ZMt d £ K J: o TH^UCO^T 
• ̂lln"ti:CDIgG^:'®7t^tC#;^^ Z 11HH-2> (Ridgway JB et aL 

. Protein Engineering 1996, 9: 617—621^ Merchant AM et aL. Nature Bio 

technoLogy 1998, 16: 677-68K WO2006/106905% Davis JH et aL. Protein 

Eng Des SeL. 2010, 4: 195-202.) 0 

[0028] 

II ̂  mrnmfcT zmmizmAtzztiz^-ozig^m^-ezzt 
0 & IN=ttf#si4lgG0fgii AMIS £ ft £ o 

[0029] Fab' *4t¥mz$kmtZZtlZ£?T*,=mftm&fofa*:W$kLm 

§0 ^CD^/Eft^ L/cFab' ^ro-PDM(ortho-phenyLenedi-maLeim 

ideKCTvW $ SlbU Ztlt^V-JlOfcm^mmLtcFab' ZK)Zts 

V&ZtlZ^V, S&^jtftfi^Fab' F(ab' )2£ 

*feWk~§~%> Z b (KeLer T et aL. Cancer Research 1997, 57: 4008-4 

014) 0 %tcFab' KP^m»(TNB)I^ft,>:Fab' SH)^ 
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[0030] 

Otivi2tWiL'#'1Y91,:.-IlliaZat%641.-CliN Z 	(Brennan M et al. 	Scie 

nce 	1985, 	229: 	81-83) 	c, 

iL'#'1.'41i0)1V) t'it:.:Fos, 	JuntSEt:.:FIEAZ D 4i J:') ,y i— 	jEll 0 z (7_ 

L t ffiZ,:, Fos, Jun 	Y 4 7 — t)f -  Ze, iNT-1=I Y-f 7 — 	1EA 

r1196:-)f - Z a.' L 	fiJJEll - Z. 	Fosp -f :>:')vi - 171))11l,tz-_- Fab' 	L Juno 

-t. 41.1111:1 Ott -3 — 0)Fab' 	ftIRIFtt'Zc, AifiltSA-I1TAIT-c Ltc*i 

12Fab' 	-Fos, 	Fab' 	-JunUPLE; ljag.3-;_ -ft Z L.' L t:.-..,:t .D ---CffiliAtt F(ab' 

)2/39:[ -C's 	Z 	(Kostelny SA et al. 	J of 	Immunology, 	1992, 	148: 	1547-53 

) . 	L'.10511, Fab' 	t:.:(Vit/fttt.T, 	scFv, 	FvfSEt:.:80-C tg.7411 li - h1"-C 

Z o  

[0031] 7-z-_- , 	IgG-scFv 	(Protein Eng Des Set. 	2010 Apr ; 23(4) :221-8) 	AbBiTEtS 

ElOsc(Fv)2 	(Drug Discov Today. 	2005 Sep 15; 10(18) :1237-44. ) 	, 	DVD-Ig 

(Nat Biotechnol. 	2007 Nov; 25(11) :1290-7. 	Epub 2007 Oct 	14., 	MAbs. 	20 

09 Ju l; 1 (4) :339-47. 	Epub 2009 Jul. 	10.) 	1-SECAt, 	(IDrugs 2010, 	13: 698- 

700) 	, 	two- i n-onettvf* 	(Science. 	2009 Mar 20;323(5921) :1610-4., 	Immuno 

therapy. 	2009 Sep; 1 (5) :749-51.) , 	Tr i-FabAb ,91 	52./_xscFv, 	Y4 7t52  4 

I'S E0=ffiltiAtti-i,12tKt % 6 tt -CliN Z 	(MAbs. 	2009 November ; 	1(6) : 539-5 

47.) c, 	-,' 6 t:.-..scFv-Fc, 	scaffold-FctseoffcEllo-ct, 	,NT-Dtsca 

-fta)Fc1EArligt:.:3 -;_ -ftZ z: L --e 	(Ridgway JB et al. 	Protein Engineer i 

ng 	1996, 	9: 	617-621, 	Merchant AM et al. 	Nature Biotechnology 1998, 	16 

: 	677-681, 	W02006/106905, 	Davis JH et al. 	Protein Eng Des Se l. 	2010, 

4: 	195-202.) 	, 	ffiliAtttrE12tK 	J$0191, .-1/F-ti  1,14Z. 

[0032] Y-f 7 t52  -f t: 80-C t - ffiliAttiEl2tK 	ilf Tz' 1,14 Z. — *1-tiAttY4 7 

t52  -I (,---Da)cross-over scFvkfiA-0,NT-D y 4 7---ez. -D fi t) =a 0) 

ttLi* A , BEIEIODVH L VL 	5Rallq.10DEL$3Loigip,k,\ ij 	t ----ee,S z: L (,:: ct -D  -c 

frtiItql,tc_-VH (A)-VL (B), VH (B)-VL (A) CE111X-C1N5-1=1Y4 7 — V* -  

Z L.' Lt:.-. ck .D ---CffiZ 	(Holliger 	P et 	at.. 	Proc of 	the National Academy 

of Sciences of the USA 1993, 	90: 	6444-6448) c, 

WO 2012/067176 30 PCT/JP2011/076486 

©llnftllfr)n£4b^^ (Brennan M et aL. Scie 

nee 1985, 229: 81-83) 0 

[0030] iztos, juntetiizm&tznj 

Fos, Jun^/1"N^ y-T tJ&t&ifs — 

FosP-r */y*J y/$ — £ttJP L/cFab' £Jun® 

•^tl^rfaJP L/ct 9 — ̂ frCDFab' L/C^M 

ft Fab' -Fos, Fab' -Jun£;Fb£- £ £ iZ £ ^ X F(ab' 

)2jfM$lX $ ~b (KosteLny SA et aL. J of ImmunoLogy, 1992, 148: 1547-53 

) o C(OT;£&Fab' lt\ scFv, Fv&,>: vJatXfo 

§ o 

[0031] ttz, IgG-scFv (Protein Eng Des SeL. 2010 Apr;23(4):221-8) WTE& 

£'®sc(Fv)2 (Drug Discov Today. 2005 Sep 15; 10(18): 1237-44.) N DVD-Ig 

(Nat BiotechnoL. 2007 Nov;25(11):1290-7. Epub 2007 Oct 14. N MAbs. 20 

09 JuL; 1 (4):339-47. Epub 2009 JuL 10.) (IDrugs 2010, 13:698-

700) N two-i n-onejjtft (Science. 2009 Mar 20;323(5921):1610-4.N Immuno 

therapy. 2009 Sep; 1 (5):749-51.) N Tr i-Fab-'p^ V-^AscFv^ ^ 

^^©-ttf#S^jtftt^[]^tlTlN-g) (MAbs. 2009 November ; 1(6): 539-5 

47.) 0 £ tCscFv-Fc, scaffoLd-Fc&^-^P^Hn" 

(Ridgway JB et aL. Protein Engineeri 

ng 1996, 9: 617—621^ Merchant AM et aL. Nature BiotechnoLogy 1998, 16 

: 677-681N WO2006/106905% Davis JH et aL. Protein Eng Des SeL. 2010, 

4: 195-202.) N Lt#£0 

[0032] y>r77 

d\fV t£—"9©cross-over scFvlfj^®^-^ P ̂ V — Xfc>&0 9SU-ffiCD 

JnftA,Bfi3fc0VH£VL£5^gfu^0tb$$^®lN 'J >Jj— Xt$SZtlZ^-oX 

wmztltcvu (A)-VL (B), VH (B)-VL (A) ^X^ P 
•S Z t. tC ct -o X HH •?> (HoLLiger P et aL. Proc of the NationaL Academy 

of Sciences of the USA 1993, 90: 6444-6448) 0 
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[0033] a-on, =moscFv15Rafilifta)Bixi-stmoigRo I) J ), ----ee,,;(—* 

$14 ,9r-( 7t52  4 	: Kipriyanov SM et al. 	J of Molecular Biology. 	1999, 	29 

3: 	41-56), 	Lft,tcl',77 -Z JRVA(knobs-into-holes: 	Zhu Z et al.. 	Protein 

Science. 	1997, 	6: 	781-788, 	VH/VL 	interface engineering: 	Igawa T et 	at. 

. 	Protein Eng Des Sel. 	2010, 	8:667-77.) 	•'f7-3 L.' Lt:.-_,:t .D -z- HOigloa 

111A -,3_ -ftZz.:LtffiZo 

[0034] =a0)scFv 	15Raf'11.0)BixtsEL$510/gR 0 I) J)j---eel,,;z:Lt:.-_,t -D-c 

frt,-- zsc(Fo2t=slixttt-n-,12tKLtst,P4z 	(Mal lender WD et at.. 	J of 

Biological 	Chemistry, 	1994, 	269: 	199-206) 	0  

[0035] ttyPtKilMtt L I., --Ct, IN A_ tS, 	7J1 I) i 	1, 	I) 	—).(PEG)aA-a3 

LeaLtcti-Li2tKtiza- Le-ez. *RBA a) ti-E1* t:.= (,, 	z: tt. 6 Oti- 112M 

Vtt8,3.54-LZ0 *RP] 0)ti-NKOVM...80--Ct, Ai-a.541.ZtRIVIT7f 

,_ tt.ts 00 	. a) ct -3 1-st-M2tKORM 	14 Z t:.-.. (,, 14' 6 tt.tc ttiA2tK V: I E*-Vg 1-siM 

Y-0- Z_.' L t::_ck -D --C-14Z a Le-C,Z0 	a.' 41.6 0)51(, z.: 0)313(,:.-.1-30-Ca 

[00361 *RBA Oti-E1* 1, , 	I I- #n1*, 	7r7 z#n1 , 	7'y I- ti-E12tKtS Ls 	-ggi-, 	-t.  OW 

1,Vilt/f -,3_ tt. ts 00 	7-c_-  * )< 7 ttv12tK A'D L 1-1Etti12tKtS Ea) ittiR 	Vti,12tc-C t 

,:t 00  

[0037] L 1-ttLi2tKogmatat:.-..% 64-vc 8 (,), IN AiS, 	I 	I- tAl2tKittiR 	o7 --C" 

071,/ —  I-') — tom - Z 1-7 	i='Y 	M-)IiltIAI90)ti-i,E,--e&-u - Z a 

L T IA O'g 0) L I- ti-NK 	ER1'41-  Z a' Le" - C' 	Z (13FtiilffiNAW34* 1-4110 93/1  

2227, 	WO 92/03918, 	WO 94/02602, 	WO 94/25585, 	WO 96/34096, 	WO 96/33735 

OM) 0 

[0038] it ,fR_Rti--Li2tKt. 	aria)51)Eilki\ -c_lk4.uz Lee-- 	Z0 	1412tKO'g t:.-.. 

(,, 	tc L AiS* )< 7 ttv12tKt, 	,&-u.tlyttot-ri,12tKolltl4, 	8,trf1314a)ipRq±5.1L 

, 	I 	tiii* OHM 8 ct Ve I- MO if WAX b` 6 tcl', Z tiE 12tK T 	Z 0 	,rAililtt ELI 	a) 

tr-v12tKa_R;Ati —  K - ZDNA, 	I 1-ti-E12tKotWati —  K - ZDNAL 

it el„ 	L'41.5tIR,,,9i—t:.-Ada.)-31AA,--e'rgtt:.-AAL,Flt-,35-ftZz:Lt:.:ct 

WO 2012/067176 31 PCT/JP2011/076486 

[0033] ZW%, 

iMy^f yf :Kipriyanov SM et aL. J of MoLecuLar BioLogy. 1999, 29 

3: 41 —56)% y Hii^(knobs-into-hoLes: Zhu Z et aL. Protein 

Science. 1997, 6: 781-788% VH/VL interface engineering: Igawa T et aL 

. Protein Eng Des SeL. 2010, 8:667-77.) Z. t. iZ cfc -o X @ 

[0034] -ffl®scFv^15aS^©^^j;b$X^SlxlJ > tl~X%$&Z t tC ^ T 
^-e$-g>sc(Fv)2:fc-ttf#S^jtft(>:/d:i'Jt#^ (MaLLender WD et aL. J of 

BioLogicaL Chemistry, 1994, 269: 199-206) 0 

[0035] St*° 'J xf b >?<J =l-JU(PEG)^0#ffl#? 

tm-g[stc$n,W%:^li'Z)ZtifX^Z)0 ZtlbCOMM^ 

Z(D£o & £ t# £ tc ti, 

%MtZ £tcj; r>x%z>z tifx^&o Cti^®^";itiC®#?ftcfcNiNTS3E 

tcSSii^tiTiN-So 

[0036] thefts V ^ ^ ̂  

c£l\ 

[0037] L \-fcW(D%mj5mmiZ%}ibtlX]SV, mt£\ b hSMBOit 
CO\y/i— h 'J — h7>Xs>'x-^ CI 

(§^#^dM&P?l#^W0 93/1 

2227, WO 92/03918, WO 94/02602, WO 94/25585, WO 96/34096, WO 96/33735 

#0°) o 

[0038] HftfttC 

, t vm*mmis&xfim(Dfe^nfrbt£z>%iWxfoz>0 
#L<*©RT^I$£=I- S"t£DNA£% L Kt~•g>DNA£: 

^u znzm^t$-izmfr&A,xm±izmxLjt^t^^tcj; 
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[0039] 

.D -C, *)<7tivi2tKV4Z a'. LeT ,Zc, 

i 11Et-Al2tK6, 	Mreshaped) I Itivi2tKL t ft -,3_ tt.ZEVivi2tKT 	Z. 

L I` lEt-M4Kt. 	miyttELAot-r-L12tKO)CDR, 	I i-f-A12tKommt5Avatp.#7 

$1-1-zz:Lt:.-..ct -D -ca:stt.z. -- 0) — a 2IYg tS a I R 	Nat;c  A- 	a t % 6 4 1. --C 

kiN Z 	(RVICtigffiBUL.H# 1-41 EP 239400, 	liFti,!,ffiBUL\JM*1-4'wo 96/02576 

Sato K et at., 	Cancer Research 1993, 	53: 	851-856, 	iivti,EffljgpL.;,N# 

'WO 99/517434M) . 

[0040] *RHAID*ffiliAttiagtliiat, F. IX8,:t J/ 	tc_- (, 	F. IXa, 	8,trf F 

. x v,g,10 L , 41Eli t 	1g)F. VIII 0)*Ite -  ZR-V -  Z*ffiliAtti-Vg 

*ii-Ei -C -D -C, 	L.' tt.VC(,:.-..F.VIII0)*ItaZR-V -Zffili 

Atti-i,12tKL L -c.% LtS.D -r If \ Z hA69-KQ/hB26-PF/hAL-AQ(W02006/109592t: 

Ea) LELV L -c, -,A0F.xarltiZAE3t,ht - z z.: LIiitilL - Z. e tz--- , 

*RIE 1)10trE12tKt, 	Ag'. 	trEF .1Xati-E14“:.:80•ZRqtAL, 	trEF .XtrE14“:.:80* 

ZiPliA15-1L -A-tilES, 	- z . 
[0041] .R17t*RIE1116, F. IX8,:t *UV 	tc: l, F. IXaVRIAZM—ottLIge-a531i1, 

3 c tg. X ViEg -  Z M= OD tiageag3a 	''A-tiN, F. VIIIa)*4-M -ZIM 

1 -z*'*!tiAttttLIFAii-a -e .D -c, AF. VIII 0)0tite -  ZIA 

ge, gog#24 : 165L 16675` 6 tSZFIt148,tVegaM# 1-41  : 16775`61-SZAN-$14 

Z 	ffiliAftftv14(hA69-KQ/hB26-PF/hAL-AQ) L EL$51 L t it',I,\ F. xarlt 

1ZAE3tft t:Et -zIMR--ez, *slixttiacii-at'lltt -zo 

[0042] *RP] (,:.= 80•Z*ffiliAtttiageca JJ 	(, F. IX8ckVe/tz-_- (, F. IXaER. 

NO -Z#nl, Aia3  X11 	at,N 	—a)t')1 	3 K8ck veM E0t 1) i'7° 	K, 

ts 6 vet:.-..F. xV,Erdzt-r`LENAi-a53,fil -A-tiNMa)7J1 ,) /7° 	K8ctveMna) 

7i1 ,),-7° 	KA-tiNc, M— o7J1H), 	KLMEoti), 7° 	K, 1-s6rft: 

=ot ,) ,'•7° 	KLMEiot ,) /'•7° 	Kt:.-..t, 	tAl2tKol-ItI4ottOge-a531A, 

L ttvf2tKa)13140b-Mii-a531ileg 	41. z . 

[0043] IN A_ tS*5011(,:.= 8 0-  Z *slixttiaciii-a3 	(,, m — a) t I)'7° 	K L 

MEot ,),-7° 	Ke- tt.T.'41.F. IXV-z-_- (, F. IXat:.:Ztivf2tKO)F1$14V-L-1,L$14 

WO 2012/067176 32 PCT/JP2011/076486 

[0039] t MbStttt^ mij5c(reshaped) t 

t: MbJnftt^ L 

m.tzz.£iz£?z%m-ztiz>o 
^•S 239400, SP^#^aigI^MS^WO 96/02576 

N Sato K et aL, Cancer Research 1993, 53: 851-856% 

^WO 99/51743#B§) 0 

[0040] ?.im£xf/£tc& F.ixa, 33^0* 
.xttmmLs 

£ LT £t&^> T IN -g) hA69-KQ/hB26-PF/hAL-AQ (WO2006/109592tc 

mn, JjtF.XJnftt^tt 
£ RT^$£ 

[0041] w^mm, 

m.viii<Dmffi*ttwtzm 
ffetfs : 165£166fr£&£H$33J:tfBB?lJ#^ : 167fr £> 

% Mt Z> -(hA69-KQ/hB26-PF/hAL-AQ) t tb$$ L T i^F. Xajt£ 

[0042] v.im^/t.tcm.i^m 
'J ^7°^ KfeJ:t/lE©/f 'J ^7°^ K\ 

& £mzF. X£g£f$f £SLf§=©*° 'J ^7°^ K33ctt/nizg® 

'J ^7°51 K^k.#tjN0 W>—'J/^7°51 S£:iF§H®tf\'J/^7°51 S\ &£>t/tC 

f§=0*° 'j ̂ 7°^ K£f§izg0*0 'J ^7°^ Ktcti, 

£: IrEft (D L||® Jjt J^ilp-• pPft if is tl •?> o 

[0043] flu^33w-m-<D#>j^7°^ s£ 
n = 0)tf 'J ^7°^ S^tl^tlF. IX£ fctiF. IXatC^-r^^ftO)H|ISZctiLlI 



' 	(911 	'91.1. 	'VII : ..-*1-10U) 	ii0g-WD£ 	'3 	'1eIG9OH0893r 

' (£11 	'311 	'111 : ..-*1-10g) 	FOU-WD£ 	'3 	'Leine-10693r 

' (011 	'601 	'801 : ..-*1-10g) 	riOg-WD£ 	'3 	'Leine-1(03E3r 

CO rt 21211-10fit CO T9P; 'T1-21 

6,044,12.-1 Romori 	pi 	T'i Nor '.3-'AEl-g co .1 f oc. 	ri *co 	w 	•:-'. [9v00] 

°s 	a_i./ R 2 Skl 	-7X)14'.3-1A 

EVf CO 	' Ell -21 EIMI Wit R czi '42 T1:-: 	'N 	:3- 	'aVf S 1:f czi \c/ FOU0 i 	d1 C0 

' (COL 	'901 	'901 : ..-*1-10g) 	ii0g- (0£ 	'3 	'Leine-1066170 

' 0701 	'£01 	'301 : ..-*1-10g) 	ii0g-WD£ 	'3 	'Leine-1009170 

' (1.01. 	'001 	'66 : ..-*1-10g) 	ii0g-WD£ 	'3 	'Leine-1089170 

' (86 	'L6 	'96 : ..-*1-10U) 1-10g.W0£ 	'3 	'Leine-KOSOVO 

' (96 	176 	'£6 : ..-*1-10g) 	FOU- (D£ 	'3 	'LeIGVHC009£0 

' (36 	'16 	'06 : ..-*1-10g) 	ii0U- (D£ 	'3 	'LeIGVHC0179£0 

' (68 	'88 	'L8 : ..-* FOU) 	FIOU••COE 	'3 	' Leine -1(0E9I 0 

' (98 	'98 	'178 : ..-*1-10U) 	1-10g.W0£ 	'3 	'Leine-10980 

' (£8 	'38 	'18 : ..-*1-10U) 	1-10g.W0£ 	'3 	'Leine-1(01790 

' (08 	'6L 	'8L : ..-*1-10U) 	1-10g.W0£ 	'3 	'Leine-101EO 

' (LL 	9L 	'9L : ..-* FOU) FOU- (D£ 	'3 	'LeIGOCOOHCO LO 

CD rt 22 -211-14at CDR*: ' T1 -216,0441 

2.'1 Reg‘rvi 	PiCa 0 -V)14 1.3-WaVf( 0 .1 foL..  ri gLC0 — WCD*J'WCOEIE14* [91700i 

°S 	,)_-CO %,1-V.- 	ii0g 

COV4—T1:-Y 	114COV$1C044,VfS_''-'A-21X 'JT1:-Y 	h(2 TREXI .J 	'XI 'J 	'T1 

> '1 	Pi 'T1.1 f 0L 	(i gz.l.v.- 	Nor'.3-waVf 00-K0 44Vf S -P R=1 EWS* [171700] 

'V) I' %I c-%Q-01CO-C 

if ' T1 -V)14:3-WaVf COVM044Vf SU 	.V.- :2H 	0L 	ri * co ig w R .1 	oc. 	ri 

gz co 	w -2bri czcsf: 	cc / rig! co E w R .1 f oL / (i gz C0—w • 	R co 

°,1.v.- 	ix),g4'.3-waVfoaiTi:-:01-1co44,vf s__4 --21x •Ju 

a-14 -a- At .1 f oL.. ri *cod w R. f oL.. ri *co 	w •-(e.v.- 	Nor;3- iitmn-jf co 

98179L0/110Zaf/13c1 
	

CC 
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(Dm - (D *° 'J ^ 7°^ s t m m (D *° 'J ^ 7°^ S 1f ^ tl ̂ 
tlF. •|3'fu^:'a tjN0 

S, &£>OHcf§=©*° 

'J ^7°^ 'J ^7°^ ±± 

<U\ 

[0044] 'J ^7°^ S&, $?£ L < 

&, F.IX, F.IXafed:t//S/ctiF.XtC^-r£^fta)L|l0^S/cti-^® 

IB^lJ #£JN t CO T' ~b o 

[0045] ^0^©SL^©^-©/1? 'J ^7°^ KOStH^SPftOSf S LT 

Q10HH0CDRK 2, 3CD&BB91I (IB^ll#^ : 75, 76, 77) , 

Q310HHCDRK 2, 3CD&BB91I (IB^ll#^ : 78, 79, 80) , 

Q640HHCDR1, 2, 3CD&BB91I (BB?!I#^ : 81, 82, 83) , 

Q850HHCDR1, 2, 3CD&BB91I (BB?!I#^ : 84, 85, 86) , 

Q1530HHCDR1, 2, 3CD&BB91I (IB^US^ : 87, 88, 89) , 

Q3540HHCDR1, 2, 3CD&BB91I (BB?!I#^ : 90, 91, 92) , 

Q3600HHCDR1, 2, 3®#|B^U (BB?!I#^ : 93, 94, 95) , 

Q4050HHCDR1, 2, 3®#|B^U (BB?!I#^ : 96, 97, 98) , 

Q4580HHCDR1, 2, 3®#|B^U : 99, 100, 101) , 

Q4600HHCDR1, 2, 3®#|B^U : 102, 103, 104) , 

Q4990HHCDR1, 2, 3®#|B^U : 105, 106, 107) , 

<D7$ yniB^ystcteztibtmm&iK 
%mf z> z t ifz $ £0 

[0046] s/c, 

m&vmmmzmmo 
J2320HIICDR1, 2, 3®#|B^U : 108, 109, 1 10) , 

J2590HHCDR1, 2, 3®#|B^U : 111, 112, 113) , 

J2680HHCDR1, 2, 3®#|B^U : 114, 115, 116) , 
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J3000)Ht4CDR1, 	2, 	30!)-gaN 	(g0g# 1-4 : 117, 	118, 	119) , 

J3210)Ht4CDR1, 	2, 	30!)-gaN 	(g0g# 1-4 : 120, 	121, 	122) , 

J3260)Ht4CDR1, 	2, 	30!)-gaN 	(g0g# 1-4 : 123, 	124, 	125) , 

J3270)Ht4CDR1, 	2, 	30)-gaN (g0g# 1-4 : 126, 	127, 	128) , 

J3390)Ht4CDR1, 	2, 	30!)-gaN 	(g0g# 1-4 : 129, 	130, 	131) , 

J3440)Ht4CDR1, 	2, 	30!)-gaN (g0g# 1-4 : 132, 	133, 	134) , 

J3460)Ht4CDR1, 	2, 	30)-gaN (g0g# 1-4 : 135, 	136, 	137) , 

J1420)Ht4CDR1, 	2, 	30!)-gaN 	(g0g# 1-4 : 174, 	175, 	176) , 

(ZERO)7 Z i REM 75\ 6 ts z ttLIge-a531A, 	tc_-  i, z.: tt. 6 LAM t:.= PM 

oti-Eme-a3matiz a-  Le--C 	Z. 

[0047] NI]t*RHA l, , M-ot i) ,..7° 	Kotime-a3mae-FE (al) - (al I ) 

/3`6 gat. z 0 T tt./3" 0)7 Z I n'aEN/Y'', ts z 1-1$14cDR 	-•A-tiNtri,Ellii-a3glii 

tc_-  1, 	a-  tt.L 44R Oig t... pi] 	a) ttLIge-a3glii 	A,7-)-, 	M= a) t 1) /. '7° 	K or)bVg 

ea3mitoY1E (bi) - (bii) 75\61.t6st1,zoTt1,75\07z jpg005.6ts 

Z 144CDR 	gtiNtiagecaga 	tc l,  a tt. LARO'g I,: PI 	a) trLIge-agliC 

z**IiAttb-Mtlii-at'lltt -  z : 

(al) 	gaM# 1-4 : 75, 	76, 	77 (Q10)F1$14CDR) 	6:.:ENCODH$14CDR1, 	2, 	30)7 Z 

I REM 	Z tiagea3Miii, 

(a2) gaM# 1-4 : 78, 79, 80 (Q310)Htl4CDR) 	6:ENCODH$14CDR1, 2, 30)7 

2 I 	gEN -  Z tiagea3Miii, 

(a3) gaM# 1-4 : 81, 	82, 	83 (Q640)Htl4CDR) 	6:.:ENCODH$14CDR1, 	2, 	30)7 

2 I 	gEN -  Z tiagea3Miii, 

(a4) gaM# 1-4 : 84, 85, 86 (Q850)F1$14CDR) 	6:ENCODH$14CDR1, 2, 30)7 

Z I RgEN -  Z tiagea3Miii, 

(a5) gaM# 1-4 : 87, 	88, 	89 (Q1530)FIMCDR) 	(:.:ENCODH$14CDR1, 	2, 	30)7 

2 I 	gEN -  Z tiagea3Miii, 

(a6) gaM# 1-4 : 90, 	91, 	92 (Q3540)FIMCDR) 	(:.:ENCODH$14CDR1, 	2, 	30)7 

2 I RgEN -  Z t Milia 3g1i 1 , 

WO 2012/067176 34 PCT/JP2011/076486 

J3000HHCDRK 2, 3©&BB?!I (BB?!I#^ : 117, 118, 119) , 

J3210HHCDRK 2, 3©&BB?!I (IB^US^ : 120, 121, 122) , 

J3260HHCDR1, 2, 3©&BB?!I (IB^US^ : 123, 124, 125) , 

J3270HHCDR1, 2, 3©&BB?!I (IB^US^ : 126, 127, 128) , 

J3390HHCDR1, 2, 3©&BB?!I (IB^US^ : 129, 130, 131) , 

J3440HHCDR1, 2, 3©&BB?!I (IB^US^ : 132, 133, 134) , 

J3460HHCDR1, 2, 3©&BB?!I (IB^US^ : 135, 136, 137) , 

J1420HHCDR1, 2, 3©&BB?!I (IB^US^ : 174, 175, 176) , 

iz tmo 7 $ J niB^y & a s tc& c ti t mm ft iz m # 
©ianfezttf-e$z0 

[0047] K©ftJI^SBfttf~F§E (a1) ~ (a11) 

® tftl £ ̂  t tlfr © 7 $ J IIIB^y ft £ H$|CDR£ £ 

K©SLH 
(bl) ~ (bl 1) 

^ HIICDR & # t tc & c: ti t mm ft iz n m <D %m 

(a1) IB^US^ : 75, 76, 77 (Q10HIICDR) K§E*6©H$iCDR1, 2, 3®^$ 

y IIIB^O £ # t £ 

(a2) IB^US^ : 78, 79, 80 (Q310HHCDR) K§E*6©H$iCDR1, 2, 307 

(a3) IB^US^ : 81, 82, 83 (Q640HHCDR) K§E*6©H$iCDR1, 2, 3(D7 

(a4) IB^US^ : 84, 85, 86 (Q850HHCDR) K§E*6©H$iCDR1, 2, 3(D7 

(a5) IB^US^ : 87, 88, 89 (Q1530HHCDR) K§E*6©H$iCDR1, 2, 3(D7 

(a6) IB^US^ : 90, 91, 92 (Q3540HHCDR) K§E*6©H$iCDR1, 2, 3(D7 
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(a7)  gaM# 1-4 : 93, 	94, 	95 (Q3600)HMCDR) 	6Z.:Ea$140)Htl4CDR1, 	2, 	30)7 

Z J OHENA• 1-  Z 

(a8) §01_1# 1-41  : 

tiaNii-a3Miii, 

96, 97, 98 (Q40510HMCDR) IZEBaOHMCDR1, 2, 30)7 

Z J OgrifiENA• 1-  Z 

(a9) gEN# I-g-  : 

tiaNii-a3Miii, 

99, 	100, 	101 	(Q4580HMCDR) 	6Z.-_,EK40)Htl4CDR1, 	2, 	30 

7 Z J UNA A-  

(alO) 	gEN41-4 

Z timea3ma, 

: 102, 	103, 	104 (Q4600)HtEDR) 6:ENCOHMCDR1, 2, 3 

0 7` I 

(all) 

RgEN 

gEN# 1-4 

Z tiVgAia3aiii, 

: 105, 	106, 	107 (Q49900HOCDR) 	6:.:ENCOHE4CDR1, 	2, 	3 

0 7 Z I 

(b1)  

RgEN 

gEN# 1-4-  : 

Z ti-Milia3aiii, 

108, 	109, 	110 (J23201-1$14CDR) 	6:EN000HMCDR1, 	2, 	3 

0 7 Z I 

(b2)  

RgEN 

gEN# 1-4-1  : 

Z ti-Milia3aiii, 

111, 	112, 	113 (J2590FIMCDR) 	6ZENCOHMCDR1, 	2, 	3 

0 7 Z I 

(b3)  

RgEN 

gEN# 1-4-1  : 

Z ti-Milia3aiii, 

114, 	115, 	116 (J2680FIMCDR) 	6:ENCOHMCDR1, 	2, 	3 

0 7 Z I 

(b4)  

RgEN 

gEN# 1-4-1  : 

Z ti-Mlia3aiii, 

117, 	118, 	119 	(J30001-1$14CDR) 	(ZENCO)Htl4CDR1, 	2, 	3 

0 7 Z I 

(b5)  

RgEN 

gEN#14-1  : 

Z ti-Mlia3aiii, 

120, 	121, 	122 (J3210OHt4CDR) 	(ZE01-1$14CDR1, 	2, 	3 

0 7 Z I 

(b6)  

RgEN 

gEN#14 : 

Z ti-Mlia3aiii, 

123, 	124, 	125 (J32601-1$14CDR) 	(ZENCO)Htl4CDR1, 	2, 	3 

0 7 Z I 

(b7)  

RgEN 

gEN#14-1  : 

Z ti-Mlia3aiii, 

126, 	127, 	128 (J32701-1$14CDR) 	6ZE0144CDR1, 	2, 	3 

07 Z I RgEN Z ti-Mlia3aiii, 

(b8)  gEN#14-1  : 129, 	130, 	131 	(J33901-1$14CDR) 	(ZENCO)Htl4CDR1, 	2, 	3 

0)7 Z I REM Z tiiRecaN311, 

(b9)  gEN#14-1  : 132, 	133, 	134 (J3440)Ht4CDR) 6ZENCOHMCDR1, 2, 3 

0)7 Z I RgEN Z MR ecaN311C, 

WO 2012/067176 35 PCT/JP2011/076486 

(a7) : 93, 94s 95 (Q3600H$|CDR) (ClEf60H$|CDRn 2% 307 

(a8) SB^J#^ : 96, 97% 98 (Q4050HflCDR) IZ lEil0HMCDRK 2, 3(D7 
$ J 

(a9) SB^U#^ : 99, 100, 101 (Q4580H$|CDR) HIEiG0H#tCDRU 2% 30 

7 $ J ItlB^J £ M t Z> 

(a10) IB^US^:102% 103, 104 (Q4600H|gCDR) tC|B*60HMCDRK 2, 3 

0 7 $ J IIIB^U £M t Z> #L 

(a11) IB^S^:105% 106, 107 (Q4990HHCDR) tC|E*60H||CDRU 2, 3 

0 7 $ J ItlB^] £M t Z> #LJl^p 

(bl) IB^y#^:108N 109, 110 (J2320HHCDR) tC§Ei60HflCDR1N 2% 3 

0 7 $ J ItlB^y £M t z> #LJl^p 

(b2) IB^y#^:11K 112, 113 (J2590HHCDR) tC=Ei60HflCDRK 2N 3 

0 7 $ J ItlB^] £M t Z> #LJl^p 

(b3) IB^y#^:114N 115, 116 (J2680HHCDR) tC|Ei60H|lCDR1N 2% 3 

0 7 $ J ItlB^] £M t Z> #LJl^p 

(b4) IB^y#^:117N 118, 119 (J3000HHCDR) tC|Ei60H|lCDR1N 2% 3 

0 7 $ J ItlB^] £M t Z> #L 

(b5) IB^y#^ : 120, 121, 122 (J3210HHCDR) tC|Ei60H|lCDR1N 2% 3 

0 7 $ J ItlB^] £M t Z> #L 

(b6) IB^y#^ : 123, 124, 125 (J3260HHCDR) tC|Ei60H|lCDR1N 2% 3 

0 7 $ J ItlB^] £M t Z> #LJl^p 

(b7) IB^y#^ : 126, 127, 128 (J3270HHCDR) tC|Ei60H|lCDR1N 2% 3 

0 7 $ J ItlB^] £M t Z>#LJl^p 

(b8) IB^y#^ : 129, 130, 131 (J3390HHCDR) tC|Ei60H|lCDR1N 2% 3 

0 7 $ J ItlB^] £M t Z> #L 

(b9) IB^y#^ : 132% 133, 134 (J3440HHCDR) tC|Ei60H|lCDR1N 2% 3 

0 7 $ J ItlB^] £M t Z> #L 
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(b10) 	ge,N# 1-4 : 135, 	136, 	137 	(J3460FINICDR) 	6z.-..E2,$,C,OHOICDR1, 	2, 	3 

COT Z I REM 	-ZttLIWAi-aa131i1, 

(bii) 	gayg#24 : 174, 	175, 	176 	(J14201-1$14CDR) 	6:.-..E,ENC,OH$14CDR1, 	2, 	3 

(07 Z I mem 	T Zittige-agia. 

[ 0 0 4 8 ] etc, M -L mnot v / ..7° 	Kopt-r-ani-a3maloo 	L, 01:SOL L-CA 

12tKlYg6:.:6 , ge&GYArOlit:g6a0) 

L2OLOICDR1, 2, 34 	NA (fi0g#1-4 : 138, 	139, 	140) , 

L450L04CDR1, 	2, 	30)-gaR1 (gERI# 1-4 : 141, 	142, 	143) , 

L2480)314CDR1, 2, 30A-gaN (gaYd# I-g-  : 144, 	145, 	146) , 

L32401314CDR1, 2, 34A-gM (EN# 1-4-  : 147, 	148, 	149) , 

L3340)314CDR1, 	2, 	30A-gaN (gaYd# I-g-  : 150, 	151, 	152) , 

L3770)314CDR1, 	2, 	30A-gaN (gaYd# I-g-  : 153, 	154, 	155) , 

L40401314CDR1, 	2, 	30 	r•fi01_1 	(fiEYLI# 1-4 : 156, 	157, 	158) 	, 

L4060)314CDR1, 	2, 	30A-gaN 	(gaYd# I-g-  : 159, 	160, 	161) , 

L4080)314CDR1, 	2, 	30A-geSd (gaYd# I-g-  : 162, 	163, 	164) , 

L1800LOCDR1, 2, 30ti-A2M (fi2M#I-g-  : 177, 	178, 	179) , 

t:Eao) 7 Z I RNA /3\ 6 ts.Ztiamiliaga, 	tc u a- tt, 6 LalgOig t: PM 

ottLE18-a3a13,0-_tls Z z.: L eT , Z . 

[0049] Niit*RIEIAa, ME0A11), 	KLMIElot ,),-  Kt:.-_ -A- 41.ZttLEN 

ea3ame-Fga (ci) - (cio) /3\ 632att.zoTtLipo7Z ingtgEN/P6ts 

z 314cDR 	A-tiNti-VgAi-a3a1311 	tc U a.' tt. L ICC Oig t:.-.. FA 4of-A,Reaf:E,131A 	-.A- 

v, gmiA.itttogticaTtiki,fit -z 

(ci) 	gayg*,4 : 138, 	139, 	140 (L20)L 14CDR) 	Vziaik,0)314CDR1, 	2, 	30) 

7 Z I REM 	zttLIMEi-a3a1311, 

(c2) A2SLI* 1-4 : 141, 	142, 	143 (L4501314CDR) 	6z.-..F.ENC,OLVACDR1, 	2, 	30 

7- i REM 	Zttag*Ei-a3a5a, 

(c3) gayg#24 : 144, 	145, 	146 (L2480)L 14CDR) 	t:.-_,ENC,0314CDR1, 	2, 	3 

07 --.z ) REM 	ZttLEtlicatisill, 

WO 2012/067176 36 PCT/JP2011/076486 

(b10) SB^I#^ : 135, 136, 137 (J3460Hg(CDR) tClEt£®HfiCDR1, 2, 3 

07$ J 

(b11) IB^J#^ : 174, 175, 176 (J1420HHCDR) tC§Ei6<£>HflCDR1, 2, 3 

07$ n^io 

[0048] s/c, L^mmt LTH 
ftfttcti, 
L20LIICDR1, 2, 3®#@B^J (SB^J#^ : 138, 139, 140) , 

L45CDLMCDR1, 2, 30&mn (IS^J#-^ : 141, 142, 143) , 

L2480LHCDR1, 2, 3®#|B^y (IB^I#^ : 144, 145, 146) , 

L3240LHCDR1, 2, 3©£EB?!J (@B^J#^§ : 147, 148, 149) , 

L3340LIICDR1, 2, 3®#|B^y (IB^I#^ : 150, 151, 152) , 

L3770LIICDR1, 2, 3®#|B^y (IB^J#^ : 153, 154, 155) , 

L404<DLilCDR1, 2, 3©#IB^J (IB^O#^ : 156, 157, 158) , 

L4060LHCDR1, 2, 3®#|B^y (IB^I#^ : 159, 160, 161) , 

L4080LHCDR1, 2, 3®#|B^y (IB^I#^ : 162, 163, 164) , 

L180©LilCDR1, 2, 3©&|B^] (IB^lJS^ : 177, 178, 179) , 

iztmoy $ JniB^y ttc&ctitmmfttcmm 
zttfv$z>o 

[0049] Bp-5*fgBJ3ti, M = 0tf,J'<7o3L P£MP30tf,J'<7o^ PlZ^ZtlZtnM 

(c 1) ~ (c10) ^^gtfti^iN-rti^07$ smmTUfrbft 

z UICDR£ s tc ̂  d ti t mtfetti tc z # 
o, •• 

(c1) IB^y#^ : 138, 139, 140 (L20LIICDR) tC§E*6©L$lCDR1, 2, 30 

7$;mm*^tz>$Km^ms 
(c2) IB^y#^ : 141, 142, 143 (L450LIICDR) tC|E®0L|lCDR1, 2, 30 

7$ 

(c3) IB^y#^ : 144, 145, 146 (L2480UICDR) tClE*6©L|lCDR1, 2, 3 

07$ J 
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(c4) goi#-'4 : 147, 	148, 	149 (L3240)L 14CDR) 	t::_,Eili3 O)314CDR1, 	2, 	3 

OD 7 Z I RgOli -  Z ti-ania3ma, 
(c5) gam*,4 : 150, 	151, 	152 (L33400314CDR) 	t:BER40)314CDR1, 2, 3 

OD 7 Z I RgOli -  Z ti-ania3ma, 
(c6) god#24 : 153, 	154, 	155 (L37700314CDR) 	t:.-. ,E0314cDR 1 , 	2, 	3 

OD 7 Z I 	gOli -  Z ti-ania3ma, 
(c7) gam*,4 : 156, 	157, 	158 (L4040)314CDR) 	t:BER40)314CDR1, 2, 3 

OD 7 Z I RgOli -  Z ti-ania3ma, 
(c8) gam*,4 : 159, 	160, 	161 	(L4060)314CDR) 	t:BER40)314CDR1, 	2, 	3 

OD 7 Z I 	gOli -  Z ti-ania3ma, 
(c9) goi#-'4 : 137, 	138, 	139 (L40800314CDR) 	t: ,E0314cDR 1 , 2, 3 

OD 7 Z I 	gOli -  Z ti-ania3ma, 
(cio) 	goi#-'4 : 177, 	178, 	179 (L1800)314CDR) 	t:.-. ,E0314cDR 1 , 	2, 	3 

OD 7 Z 1 RgOli -  Z ti-amiii-ama. 
[0050] *RIEIJIt:Eili,a)Q1, 	Q31, 	Q64, 	Q85, 	Q153, 	Q354, 	Q360, 	Q405, 	Q458, 	Q460 

44990F1$14_';:a1=1 a) 7 Z i RgUi_U-t. tt.T11., J-;CFogEN*1-41--e71 -.3s tt.Z 

0 

Q1 : gEN*1-4 : 35 

Q31 : god#-'4 : 36 

Q64 : god#-'4 : 37 

Q85 : god#-'4 : 38 

Q153 : goi#-'4 : 39 

Q354 : god#-'4 : 40 

Q360 : gaM# 1-41  : 41 

Q405 : goi#-'4 : 42 

Q458 : gaM# 1-41  : 43 

Q460 : goi#-'4 : 44 

Q499 : gaM# 1-41  : 45 

WO 2012/067176 37 PCT/JP2011/076486 

(c4) : 147% 148, 149 (L3240LHCDR) tC|Ei6©L|lCDR1N 2% 3 

(D7$ 

(c5) I3^#^:150, 151, 152 (L3340LHCDR) tC|Ei6©L|lCDR1N 2% 3 

(D7$ 

(c6) I3^y#^:153, 154% 155 (L3770LHCDR) tC|Ei6©L|lCDR1N 2% 3 

(DT$ 
(c7) I3^y#^:156, 157% 158 (L4040LHCDR) tC|Ei6©L|lCDR1N 2% 3 

(DT$ 
(c8) I3^y#^:159, 160, 161 (L4060LHCDR) tC|Ei6©L|lCDR1N 2% 3 

(DT$ 
(c9) : 137% 138, 139 (L4080LHCDR) tC|Ei6©L|lCDR1N 2% 3 

(DT$ 
(c 10) IB^y#^ : 177, 178, 179 (L1800LHCDR) tC|Ei6©L|lCDR1N 2% 3 

[0050] ^^0^tClEi6©QK Q3K Q64% 085. 0153. Q354, 0360. Q405, Q458, Q460 

% Q4990H|Iqr^IJi077$ tl£ 

o 

01 : Ifl^y#^ : 35 

Q31 : IB^y#^ : 36 

Q64 : IB^y#^ : 37 

Q85 : IB^y#^ : 38 

Q153 : IB^y#^ : 39 

Q354 : IB^y#^ : 40 

Q360 : IB^y#^ : 41 

Q405 : IB^y#^ : 42 

Q458 : IB^y#^ : 43 

Q460 : IB^y#^ : 44 

Q499 : IB^y#^ : 45 
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[0051] *RP] 	 (ZEilt,O)J232, 	J259, 	J268, 	J300, 	J321, 	J326, 	J327, 	J339, 	J344 

, J346, 

J232 : 

J14201-1$141Wat5-10 7 Z I REM 1, -t- tt.T.11., J-;1-FogEN*1-41---e71 

goi#,4 : 46 

J259 : gOli# 1-41  : 47 

J268 : gaM# 1-41  : 48 

J300 : gaM# 1-41  : 49 

J321 	: gaM# 1-41  : 50 

J326 : gaM# 1-41  : 51 

J327 : gOli# 1-41  : 52 

J339 : gaM# 1-41  : 53 

J344 : gOli# 1-41  : 54 

J346 : gaM# 1-41  : 55 

J142 : gog#24 : 172 

[0052] Nlit*RIEIJIt, M—ot ,) / -7° 	KaA-Milia3gae-FE (a1) — (a1 1 ) 

/3\ 6 illatt. z 0 Ttt. bNa) 7 Z J n'aEN/J\ 6 ts z Fi$14_-;,AtA -A-vf-rimalli-a,13 

a 	tL- tz_- 4-t.LIMROit:.-_pMotr-LENecag311C -A-a.)-, M=0)7J1 I) / -7° 	Ka) 

time-a3m1ileTE (b1) - (b11) /3\ 6326StLzoTtLb\a)7Z ingMEN/J\ 

6 tsZI-ItIMVAtAgtiNtr-LIge-a534A 	t-ci, z: tt.LAROig t::_pMotr-LENeca 

31113'fil Z * WtiAtttiagtliia 	t'l'itt -  Z : 

(al) gEN# 1-41  : 35 al ol-ItIMVAX) 6:.-_,Eili,01-1$1MVAtio 7 sz IR 

EN 

(a2)  

-ZttLIFAiii-a3g,fil, 

gEN# 1-41  : 36 (Q31a-ItIM) t:.-_,Eaol-ItIMVAtio 7 Z IR 

EN 

(a3)  

-ZttLIFAiii-a3g,fil, 

gEN# 1-41  : 37 (41 ol-ItIMVAX) 6:.-_,Eili,01-1$1MVAtio 7 sz I 

EN 

(a4)  

-ZttLIFAiii-a3g,fil, 

gEN# 1-41  : 38 (485oHtIMVAX) 6:.-_,Eili,a)FitIMVAX07Z IR 

EN -ZttLIFAiii-a3g,fil, 

WO 2012/067176 38 PCT/JP2011/076486 

[0051] *fgBJ^C§Ei6©J232N J259, J268, J300, J32U J326, J327% J339, J344 

, J346, $ jmmmztti'e'tis JU~F©BB?y#^-c^ 
3*i£>0 

J232 : : 46 

J259 : : 47 

J268 : : 48 

J300 : : 49 

J321 : : 50 

J326 : : 51 

J327 : : 52 

J339 : : 53 

J344 : : 54 

J346 : : 55 

J142 : : 172 

[0052] (a1) ~ (a11) 

tiL£tc&z.ti£mmmzm%<DM~<D*° >j ^7°^ s<D 
(bl) ~ (bl 1) 

*> & £ HIIRT^I m z # t tc & c n t mm ft iz n m <D stu^ 

(a1) 13^#^: 35 (Q1 ©HURT^I^) tClEi^HflqT^Iii© 7 $ JII 

(a2) 13^#^: 36 (Q31 ©HURT^I^) tClEi^HflqT^Iii© 7 $ JII 

(a3) iB^y#^:37 (OI©H^RT^^) iztm(Dm^^m(D7$ JII 

(a4) IB^y#^:38 (Q850H|IqT^IJi) lZtm<Dm^^m(D7 $ JII 
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(a5) gEN*1-41  : 39 (41530)-Itl_JIAti) t:.-_,EaoHt1417,  Alma) 7 Z i 

REM 	Z fiagea53a, 

(a6) gEN*1-41 : 40 (Q354101-1$14_RilAti) t:.-_,EoHt1417,  Alma) 7 Z i 

REM 	Z ti-Vg*iia53fiC, 

(a7) gEN*1-4 : 41 	(o36007l-Itl_JIAti) t:.-_,EaoHt1417,  Alma) 7 Z J 

OgtfiaM -  Zti-Vg*iia53fiC, 

(a8) gEN*1-4 : 42 (Q40507Flt'*151) I,: Eiro07Hti_liK151 a) 7 Z i 

REM 	Z ti-Vg*iia53fiC, 

(a9) gEN*-14- : 43 (Q45801-1$141A15-1) t:.=.2a0)H$IMAcqt10) 7 Z i 

EN 	Z tiageca3Miii, 

(a10) gEN# 1-41  : 44 (Q4600)1-ItIMAIRIA) t:EgoOFItICEM_Rqt10) 7 Z J 

OgtfiaM -  Zitag4iii -ana, 

(all) l ) 	gEN# 1-41  : 45 (Q499071-ItIMAIRIA) (ZENCO)FitICEM_Rq±510) 7 Z ) 

OgtfiaM -  Zti-Vg*ii-a3,13'fiC, 

(b1) gEN*1-4 : 46 (J2320)Htl_RIA±51) r.-_,EaoHt1417,  Alma) 7 Z i 

OgtfiaM -  Zti-Vg*iia53fiC, 

(b2) gEN*1-4 : 47 (J2590)FIN7VAX) r.: gaircadt.liKla) 7 Z i 

OgtfiaM -  Zti-Vg*iia53fiC, 

(b3) gEN*1-4 : 48 (J268o1-1$14_JIAti) r.-_,EaoHt1417,  Alma) 7 Z i 

OgtfiaM -  Zti-Vg*iia53fiC, 

(b4) gEN*1-4 : 49 (n0007ld$14U,  VAX) r.-_,EaoHt1417,  vatic) 7 Z i 

OgtfiaM -  Zit041.1i-ana, 

(b5) gEN*1-4 : 50 (J3210)1-W4U,  VAX) r.-_,EaoHt1417,  Alma) 7 Z i 

OgtfiaM -  Zti-Vg*iia53fiC, 

(b6) gEN*1-4 : 51 (J3260)1-W4U,  VAX) r.-_,EaoHt1417,  vatic) 7 z i 

OgtfiaM -  Z ttage-a3ma, 

(b7) gOIJ*1-4 : 52 (J32707FltRIAX) r.-_,Eircom 17,  vale) 7 z i 

OgtfiaM -  Z ttage-a3ma, 

WO 2012/067176 39 PCT/JP2011/076486 

(a5) : 39 (oi53©H^RT^J^) iztmom^^moy $ y 
niB^y z M t & 

(a6) iB^y#^:40 (0354©H^RT^J^) iztmom^^moy $ J 
niB^y z M t & 

(a7) iB?y#^:4i mrnom^^m) iztmom^^moy $ J 
niB^y z M t & 

(a8) iB^y#^:42 (O405©H^RT^J^) iztmom^^moy $ J 
niB^y z M t & 

(a9) iB^y#^:43 (0458©H^RT^J^) iztmom^^moy $ JII 

(ai0) iB^y#^: 44 (Q4600Hiiqr^iJi) iztmom^^moy $ J 
niB^y z M t & 

(a11) IB?y#^:45 (Q4990H|IqT^IJi) iZtm^m^^moy $ 7 
niB^y z M t & 
(bi) iB^y#^:46 (j2320Hiiqr^iJi) iztmom^^moy $ J 

niB^y 
(b2) iB^y#^:47 (j2590Hiiqr^iJi) iztmom^^moy $ J 

niB^y z M t & 
(b3) iB^y#^:48 (j2680Hiiqr^iJi) iztmom^^moy $ J 

niB^y £#f£> 
(b4) iB^y#^:49 (mrnm^^m) iztmom^^moy$ y 

niB^y 
(b5) iB^y#^: 50 (j32i0Hiiqr^iJi) iztmom^^moy $ J 

niB^y 
(b6) iB^y#^: 51 (j3260Hiiqr^iJi) iztmom^^moy $ J 

niB^y 
(b7) iB^y#^:52 (j3270Hiipr^ui) iztmnmvs^mny $ J 

niB^y 
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(b8) gOli# 1-4 : 53 (J3390)FitIMVAX) (Z,Ea0)1-1$14_,IRIA0)7 Z i 

REM 	Z ti-Vgeag3iii, 

(b9) gOli# 1-4 : 54 (J344oHtIMVX) t:.-_,EoldtIMVtio 7 z J 

REM 	Z ttageag3ii A. 

(b10) gEN*1-41  : 55 (J346oHtIMVAX) t:.-_ ,Ea oldtIMVAtia) 7 z ) 

REM 	Zttageag3iii. 

(b11) gEN*14 : 172 (J1420)FitIMVAX)  (Z,Ea0)1-1$14_,IRIA0)7 Z 

J REM 	zt-r-ani-a3ma. 

[0053] 7-c_-, 	*RHAEgc,a)L2, 	L45, 	L248, 	L324, 	L334, 	L377, 	L404, 	L406, 	L408 

Li sooLtIMJIAta)77  z  i RgUI_U-ti-t.T.11., J-;CF OgOli# 1-41-C71 :St. Z 

0 

L2 	: gog#24 : 56 

L45 	: gaM# 1-41  : 57 

L248 : gog#24 : 58 

L324 : gog#24 : 59 

L334 : gaM# 1-41  : 60 

L377 : gaM# 1-41  : 61 

L404 : gaM# 1-41  : 62 

L406 : gaM# 1-41  : 63 

L408 : gaM# 1-41  : 64 

L180 : gaM# 1-41  : 173 

[0054] Nfit*RIEIJIt, 	ME07I')/7° 	KLIE10)7111), 	Kt:.-_-A-v-t.zt-r-ag 

ea3m,fileTE (cl) — (c10) /3\632.1,Stt.ZoTtt.b\07Z iRgaMb\6 7's 

Z131M_R;iAtigtiNtAlgeag3liitctz: tt. LA 	Oig t... FA 	a) trani-a3ma 

f at`, *slixtttruciii-atkltt -z 

(c1) gEN*1-41  : 56 (L2a)314_-*±=1) t:.-. Eaa)314_-*±=la) 7 Z JR 

(c2) gEN*1-41  : 57 (L450)314 	_-*±=1) t:.-_,EaoLtIMRqt=la) 7 Z JR 

WO 2012/067176 40 PCT/JP2011/076486 

(b8) : 53 (j3390Hiiqr^iJi) $ J 

(b9) iB^y#^: 54 (j3440Hiiqr^iJi) iztmom^^moy$ y 
niB^y 
(bie) iB^y#^: 55 (j3460Hiiqr^iJi) iztmom^^moy$ y 

niB^y 
(bi i) iB^y#^: 172 (ji420Hiiqr^iJi) iztmom^^moy $ 

y niB^y 
[0053] ttz, *%mzm(DL2s L45% L248, L324% L334% L377% L404% L406, L408 

% LI 

o 

L2 : IB^y#^ : 56 

L45 : IB^y#^ : 57 

L248 : IB^y#^ : 58 

L324 : IB^y#^ : 59 

L334 : IB^y#^ : 60 

L377 : IB^y#^ : 61 

L404 : IB^y#^ : 62 

L406 : IB^y#^ : 63 

L408 : IB^y#^ : 64 

L180 : IB^y#^ : 173 

[0054] 
(c 1) ~ (c 10) yitiB^y^ft 

(c 1) iB?y#^:56 d2(Dim^^m) iztmvLmvs^mny$;m 

(c2) |B^#^:57 (L450L|IpT^IJi) lZ^m<DLffl.*I&&i$<D7 $ JII 
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ga M 	Z tiageag3iii, 

(c3) gEN# 1-4 : 58 (L2480)314 i'Vq±A) t:Eik,0)3141PkilA110)7 Z J 

OgrZgaM -  ZtiMeag3iii. 

(c4) gEN# 1-41  : 59 (L3240)314 i'Vq±A) t:Eik,0)3141PkilA/10)7 Z J 

OgrZgaM -  Z tiageag3iii, 

(c5) gEN# 1-4 : 60 (L3340)314 i'Vq±A) t:Eilt,0)3141PkilAila)7 Z J 

OgrZgaM -  ZtiMeag3iii. 

(c6) gaM# 1-4 : 61 (L3770)314 i'Vq±A) t:Eilt,0)3141PkilAila)7 Z J 

OgrZgaM -  ZtiMeag3iii. 

(c7) gaM# 1-4 : 62 (L4040)314 i'Vq±A) t:Eilt,0)3141PkilAila)7 Z J 

OgrZgaM -  Z tiageag3iii, 

(c8) gEN# 1-4 : 63 (L4060)314U' VAX) t:Eilt,0)3141PkilAila)7 Z J 

OgrZgaM -  ZtiMeag3iii. 

(c9) gaM# 1-4 : 64 (L4080)314U' VX) t:E0)3141PkilAla)7 Z J 

OgrZgaM -  ZtiMeag3iii. 

(c10) gaM# 1-4 : 173 (L1800314 i'Vq±A) t:Eilt,0)3141PkilAila)7 Z 

i REM 	Z tiageag3iii. 

[0055] tS8, 	-gEN OCDR1 —38 ck rfFR1 —40) 7 Z i REM 6 >4 3 A — D t:.-_,ENCO 

L8t'JTZ. 

[0056] *RP] Tr3,M7T -;_ tvt liNz ipkWACE110 -cRttvf2tK 	,f'Fl.1-  z ta a. tog 

wItvtit:.-..Fitztql.T. 	t6:.-...%0Y-/fg-ilAtICEil1iNz a.' Leichl-eV,) 

, 	RAJ'S, 	Sequences of 	proteins of 	immunological 	interest, 	(1991), 	U. 

S. 	Department of Health and Human Services. 	Public Health Service Nat 

ional 	Institutes of HealthA'D, 	An efficient 	route 	to human b i spec if ic 

IgG, 	(1998). 	Nature Biotechnology vol. 	16, 	677-681, 	U.-..gaili, -,3_41.-co 

z tWiAtiCE110 Z a L /3 	z o *ft HA a) ttyPtv-ZWiAtia)PT 	L ON L L 

---c, IgGttL12tK0gq±A6iZ a.' L eT 	Z. IgGth`,12tK0YZgilAtICE110Z 

via, -t•OfEffitViTif tq't,T, IgG1, IgG2, IgG3, IgG4tS E Olt 1 	7 	OA 

WO 2012/067176 41 PCT/JP2011/076486 

(c3) : 58 (L2480Liiqr^iJi) iztmoim^^moy$ y 
niB^y £ M t z> 

(c4) IB^y#^ : 59 (L3240L|IqT^IJi) tClEi^LflqT^Iii© 7 $ y 

niB^y 
(c5) IB^y#^ : 60 (L3340L|IqT^IJi) £§E*6©L$iRr^$©:P $ y 

niB^y £ # t £ 
(c6) IB^y#^:61 (L3770L|IpT^IJi) tClEi^LflqT^Iii© 7$ y 

niB^y £ M t z> 
(c7) IB^y#^ : 62 (L4040L|IqT^IJi) K§E*6©UlRr^I$©7 $ J 

niB^y 
(c8) IB^y#^ : 63 (L4060L|Iqr^IJi) K§E*6©UlRr^I$©7$ J 

niB^y 
(c9) IB^y#^ : 64 (L4080L|Iqr^IJi) K§E*6©UlRr^I$©7$ J 

niB^y 
(c10) IB^y#^ : 173 (L1800LlIqT^IJi) tClEi^LflqT^Iii© 7 $ 

y niB^y 

[0055] &fc\ #IB^y®CDR1~3fcNd:t/FR1~407$ yi£IB^KiHI3 A-DtClES© 

s Sequences of proteins of immunological interest, (1991), U. 

S. Department of Health and Human Services. Public Health Service Nat 

ional Institutes of Health-1^ An efficient route to human bispecific 

IgG, (1998). Nature Biotechnology vol. 16, 677-68K tlTlN 

z>0 L 

*I£\ IgGK IgG2N IgG3. IgG4ft£f0Ht7^ ^X(Dl 
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gGt*WICE111,\Z a.' L7Vichl-C'Zc, etc, 	a.- 41.6 ot -. 	7 	a)igGa)-Z 

Watit:.-.14L -c, tWatig33t:.-.. 7Z ingreA4AL-Cta1iNc. 4.A -z 

7 Z J O  grMRAt, RAJ'S, 	Fc 7 1, -t 7°51  —a)tlii-ate 	z 0 titUrfil -1 /435 -ft 

tc t a) 	(Proc Natl Acad Sci 	U S A. 	2006 Mar 	14;103(10:4005-10., 	MAbs. 

2009 Nov;1(6):572-9.) , 	FcRn 	oeca 	tic 	z 0 titur; -,3_ -ft tc t a) (J 

Biol Chem. 	2001 	Mar 2;276(9):6591-604, 	Int 	Immunol. 	2006 Dec;18(12):1 

759-69., 	J Biol Chem. 	2006 Aug 18;281(33):23514-24.)  	1,1Z a' Le 

.- Ze. 	Z-'41.6t:FIT7f:3541.ZtO)TtV'SO. =wtiAttt-AptKlif_ti -z tc 

673 t:2fEffia)H$14 	,N5- 1=1 -R--afE;_ -ft z ;057y 	zo  CH3 K)( 4 Jiii., ---c2a 

ffi07H$14 1N5-1=1"Ra1Ett•Zita736::_, 	knobs-into-holetAlik (J Immunol Met 

hods. 	2001 	Feb 	1;248(1-2):7-15, 	J 	Biol Chem. 	2010 Jul. 2;285(27):20850 

-9.) , 	twdafttAlik-  (W02006/106905) , 	SEEDbodytAlik (Protein Eng Des S 

el. 	2010 Apr;23(4):195-202.) 	fsEiCE11 	- Z a.' Leii - g --eZ 0 	,_ 6 t:: , 

*ft 13)1 0 ti-NK t8,1$14 e2, 	R 	tc 	' -.35 tvc 0-c t ct 00  8,f,$14ez_R -1 /45 tt.tc: tii, 

12tK CAN L l_, -Ct, 	IN A_ tS, 	'') 	:>/l/1E7`1m-,3_ r-t,i-z-_-ftv12tK 	(v099/54342ts 

) , 	1 7—Z 7 a —7rh' LL- th`,12tK (W000/61739, W002/31140, W02 

006/067847, W02006/067913fSE) , 	/-( -t5- -f J‘GlcNAc - ZXIA 

Z fh`,11 (W002/79255tS Ls) 1:4:E6Is Z a.' LeT 	z 0 8,g47tA L, tc 1 

9Gtiv14ilf-ZIL 1_,-C, EUt 	/ 	1) 	"297#1A 07 	i'7*J (,:.:RA 

4.A -Z51 	(J Clin Pharmacol. 	2010 May;50(5):494-506.) , 	IgGjc 

jirWera±-,_ .-ftZ51 (J Immunol Methods. 	2002 May 1;263(1-2):133-47. 

J 	Biol Chem. 	2010 Jul. 2;285(27):20850-9.) 	71:1641.--C1,\Z0 	etc, 	I 

gG0)60) ') 	' t:=1* -3 /NT-  1=1 :'J i (,:.= 5-  -I - -\ IgG20) L 	:'Jqi-51 a) :'J 

)1/ 7  -I Ke-aogIso- A-_0(zg -3 ,N5-1=1:')i=5- 4 —7.-.z jRa)rh • Imo, 

4.A - z z.: L T1E31 -,_ -ft Z a.' Ltichl -C 	Z 	(W02009/041613)) 0 

[0057] IN A_ tS*RIElAt, M-8 ct VeM= 07 7J1 ') 	7° 	K etrE12tKa)144ZWAX 	g 

g)-, ME8,:t veMnot ') 	7° 	Kettvf2tKoLtrzovAtigt,,, *wtiAtt 

tr-age-a3t'litt -  Z 0 

WO 2012/067176 42 PCT/JP2011/076486 

^mzMLx. mxtz 
Fcr 

fct© (Proc Nat L Acad Sc i USA. 2006 Mar 14; 103(11) :4005-10. % MAbs. 

2009 Nov; 1(6):572-9.) . FcRn^©^£ig*&.5t^ct, (D (J 

BioL Chem. 2001 Mar 2;276(9):6591-604. Int ImmunoL. 2006 Dec;18(12):1 

759-69. . J BioL Chem. 2006 Aug 18;281 (33):23514-24.) 

itztc 
CH3 yJtixLzm 

II®H|I^:/V7zPs-n'fb^"t±''i)/c(ist»tCN knobs-i nto-ho Le££Mr (J ImmunoL Met 

hods. 2001 Feb 1;248(1-2):7-15, J BioL Chem. 2010 JuL 2;285(27):20850 

-9.) . (WO2006/106905) . SEEDbodyM (Protein Eng Des S 

eL. 2010 Apr;23(4): 195-202.) iS 

tiWC =b J: tifcjn 

m?Ll£s V U =1 (W099/54342&£ 

) s ffitikizmn(WO00/61739. WO02/31140. W02 

006/067847. WO2006/067913&£) . /W "tz 0 "T -f > ?GLcNAc£#f hWk* 

MtZfcW (WO02/792551&£) £ d £ Mfl^JlL/cI 

gGLT, EU^VA'J >^297#@07X/^dr>tC^S 

(J CLin PharmacoL. 2010 May;50(5):494-506.) . IgG£A 

(J ImmunoL Methods. 2002 May 1;263(1-2): 133-47. 

. J BioL Chem. 2010 JuL 2;285(27):20850-9.) ttz, I 

gG0C7^UMCD 'J USSJIIZT1! —-pIgG2(D t yisvMMfDisZ 

)\z~? 4 'X'T —7 $ 7 ItCD^Jii • W.$k 

(WO2009/041613)) o 

[0057] 
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[0058] 7-z-_- *RIE1)11, , 	M—ot I) ,..7° 	Ke-FE (dl) 	— 	(d6) 	a))1,— .7°75\6 

it6stLzkiNT4-Lb\07zionamtc61ga (d7) — (d9) 0))1/-7°13\ 6 

6 tt.zoTtL5N0)77 Z IRMA/3N 6 tSZtivi4KOH$14t*q±A -A-,7)-, M 	a) 

t I) i' .7° 	K e_hEM—ot I) ,..7° 	K L 1,A I'S Z 	' )I. — 7° 75\ 6314att.Z0 

T41.75\ 077 -ZIREM75` 6 I'S Z th`,12tK a) H $14 t WAX 	g t; , *wtiAtttii-jge 

-a3tii-z 

(d1) gEN# 1-41  : 65 (G4k) 	(,:.:Eik,a)H$14tgilAil, 

(d2) gaM# 1-41  : 66 (z7) 6:.:Eik,0)H$14tWail, 

(d3) gaM# 1-41  : 67 (z55) 6:.:Eik,0)H$14tWail, 

(d4) gaM# 1-41  : 68 (z106) t:.-_,Eak,a)Futwax, 

(d5) gog#24: 69 (z118) (ZER40)Ht14-1"Vall, 

(d6) gaM# 1-41  : 70 (z121) (ZER40)Ht14-1"Vall, 

(d7) gaM# 1-41  : 71 (G4h) (ZER40)Ht14-1"Vll, 

(d8) gaM# 1-41  : 72 (z107) (ZER40)Ht14-1"Vll, 

(d9) gog#24 : 73 (z119) 6:.:20)Fltr/fWatio 

[0059] -,'_ 61,:.:*RIEIJIt, 	MEL MIE10)7J1 ') i' .7° 	KeTE (e) 0) 7 Z i RgEN75\ 

6 tcl: Z tivi* a) 314it'' ;',Ati 	-A-  tiN, * *!ti  A ft ti-Vg eca 	Plitt -  Z 

[0060] 

(e) 	gaM# 1-41  : 74 (k) (,:.:E0)3147fWat, 

*RP] (,:.:81,\ ---C [F. VIIICARVtaZi 	L 1,, 	F. IX8,:t .0e/V-L-  l,F. I 

Xa, 8,t rf, F. XVLA L, F. xvtitiEVZZ (F. XarltVZZ) 

' LUOTAZ. 

[0061] *RBA (,:.= 8 0* Z FF. Xarat14A3tft J 1, , *RBA lo*slixtt-r-amili -a• 

, imAis, 	F. XIa (F. IX3tit1ENA) , 	F. IX, 	F. X, 	F-E`AaNS-2222 (F. 

Xa0)-E'AaN) , 	I) /III 	IJN6 	Z31],l_lif 	---CITIO-  Z a Lt:.-.. ct -DZAU,-Z   

z: L e-e 	Z . *Al if 	l, IIIMAAJIIN t:.= 8 0' Z At 0) sal.  8 ct VernEaKalt 

L$H134,1t7TVRosen S, 	Andersson M, 	Blomba - ck M et al. 	Clinical app 

l i cati ons of a chromogen i c substrate method for determination of FVII 

I 	activity. 	Thromb Haemost 	1985; 	54: 	811-23)0 	NI1t, 	*;1],litt:.-_ ---C, 	,:t 

WO 2012/067176 43 PCT/JP2011/076486 

[0058] Ktf~F§E (d 1) ~ (d6) <D?)\s-7>£> 

(d7) ~ (d9) ®^JU-7 

Tii'J^y0^- K t 401,-7> ^ 

(d 1) 13^#^: 65 (G4k) KIEi^Hfl^^Pl 

(d2) : 66 (z7) KIEi^Hfl^^Pl 

(d3) 13^#^ : 67 (z55) KIEi^Hfl^^Pl 

(d4) I3^y#^:68 (z106) KIEi^Hfl^^Pl 

(d5) I3^S^:69 (z118) KIEi^Hfl^^Pl 

(d6) I3^S^:70 (z121) KIEi^Hfl^^Pl 

(d7) 13^#^ : 71 (G4h) KIEi^Hfl^^Pl 

(d8) I3^S^:72 (z107) KIEi^Hfl^^Pl 

(d9) I3^S^:73 (z119) K§E*6©H$i£?j^$0 

[0059] K^TIE (e) ®7$yiti3^y^ 

(e) IB^y#^ : 74 (k) K§E*6©UI£?j^$0 

[0060] rF.VIIIO^Itg^^-r-SJ £&* F.IX33<£t//3;/c&F.I 

XaN 33 <m F.X^ggfiU F.WfemtZi&mtZ> (F.XaMttfeMtZ) 

Z £ §o 

[0061] rF.Xag£{£iiS1fj te, 

=S-h\ F.XIa (F. IXM^bHSl) s F. IX. F.X, F^SMS-2222 (F. 

Xa0i^j5£gff) , 'J >B%nfrt>ticZ>Mfc%-eWffiTZZtlZ<}:?rfemTZ 

ZtifZ^Zo 3333cfc 

(Rosen S, Andersson M, BLomba"ck M et aL. CLinicaL app 

Lications of a chromogenic substrate method for determination of FVII 

I activity. Thromb Haemost 1985; 54: 811 —23)0 IP"^>N cfc 
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t) A kiN  F. XaratiZA3tft 	7113qtttNt, itaJ-MAt:.-.. 80* Z fflitaalt 1,:.= -4 L 

--C, 	ct (0E41. tc iLita50A 	71 -  a' L 011J471-.s tt.Z. 	-t.  MiiiM 	J-;t -D -c, 	F. VII 

I 0/14-M -  Z3t'ht -  z*wtiwitti-amii-a3 	L LT', hA69-KQ/hB 

26-PF/hAL-AQct t) A 03tft 	Z3 --C41.6S, 1§_tatEICAAI11AE3t,ht 

41 Z a L eUi R--CW,), 	ffin, 	fin 	1'" 	At, 	t L < 1,fflitat:.-..at 	z 

Ata)fi8ct tie/tc6;8*JElla)EA, 3•L L -CIEtt.tc51,)AV4Z a Le---e 

,Zc. 	,!,AE34U- L L -c0)1§,41.7-c_- 50AV41 ztc_- 6/36:.-_6, INAJS [-AAR 2 

] t:-Ei-1C -54-LA-A-ft--(11_17f L kVA aa)F. XaratiZA3tte, hA69-KQ/hB26-PF 

/hAL-AGMLET 	Z a' L 751T 	L < , !ti t:.-.., Q153-G4k/J142-G4h/L180-k L PM 

Z1,N6-t. 4-0-;t_E-CZ L.' L eck l'iPT 	LANc. ts8, 	a.' aCo -3 F. xagt111 

AE3t,htL (,, t-r-L14Kg',4-Yo203•rma)PAY61._IE411/3 \ 6, go20wim a) PAY61._R 

1E1rilotc41-1--ezo 

[0062] *RBA a) PT 	L kiN SOL L -c 6, 	F. IX8ck *UV 	tz-_- 1,F. IXa, 	Atrft:.-..F. X 

ging 1,, F. viiia)*4-M -ZOVZ**iAtttr-L12tK -CZ0 

[0063] *RIE1)10±,E**IiAtttAl2tK6, PTA L < 6, ttLF. IX/F. IXa1tv12tKO)H$14CDR 

tz-_- 6 	a' 41. LICCO'gt:.-. p 	tscDR L, 	ftL F . X ftvi* 0) Fl$14CDR 	tc: l, 	a.' tt, LAgrlig 

6:.-..PM1-sCDRL 	-A-  tiN trE1* T 	Z0 

[0064] 7-z-_-*RIE1)]Optj-`vi2tKt, 	ftL F. IX/IXaftv42t“:.:80. Z, 

gaM# 1-4 : 75, 76, 77 (Q10)F1$14CDR) 6:.-_,ENCOHMCDR1, 2, 30)7 Z i REM 

, 

V-z-_-  1, g0g# 1-41  : 78, 	79, 	80 (Q310)Ht4CDR) 	t:.-..E$S40)Htl4CDR1, 	2, 	30)7 Z 

I REM, 

V-z-_- tgEN* 1-41  : 81, 	82, 	83 (Q640)Htl4CDR) 	t:.-. 2 aoH$14cDRi , 	2, 	30)7 Z 

I REM, 

V-z-_- tgEN* 1-41  : 84, 	85, 	86 (Q850)Ht4CDR) 	t:.-_,ER40)Htl4CDR1, 	2, 	30)7 Z 

I REM, 

V-z-_- tgEN* 1-41  : 87, 	88, 	89 (Q1530)Ht4CDR) 	(:.:Eili3 O)F1$14CDR1, 	2, 	30)7 Z 

I REM, 

WO 2012/067176 44 PCT/JP2011/076486 

y rn^F. Xajt^t$#£$)ft tis ltt#IA tC 33 £ fttc£t L 

T, J; U®tlfc±lM]JI£^1~££ffl#3tl£o F. VII 

I©&tg£ft#t-£S1f LT, hA69-KQ/hB 

26-PF/hAL-AQcfc U £#?-efetlti', ®tlfc«;ilIH£3i;£14 
zmzzttfpim-c&v. Hhifli. t, L< ti^Mc^st-a 

? R& 33 J; Xf/ ttztefeMm (DWWi$Lft tLXiEti 
mti' C^»J2 

] tC§Ei63 tl/c^TiUJ^ L/ciI^-0F. hA69-KQ/hB26-PF 

/hAL-AQJU±-e&£d£7Wi;L<N ^tC, Q153-G4k/J142—G4h/L 180-k^|W|^ 

ysfs IA\> &33, dd-e^-pF.xaj^te 
iiS1ftis ft<to§&©20#f^0bs }§®20#^0PMJt^ 

[0062] *fgBS©&f3; LTti, F. 1X33 cfctf/SfctiF. IXa, MOHCF.X£ 

ggfiu r.viii<Dmffi*ttWtzmffi*%tz&mftm&ijiW-e$>Zo 
[0063] JjtF. IX/F. IXa^ft0HilCDR 

£ tc ti d tl £ a ti ft K H # &CDR £ , ^JLF. xjjtft © HIICDR £ tc ti d tl t Wt ti ft 

tC|W|=f &CDR£: 

[0064] Sfc^fgBJ^/Eftti, ^F.IX/IXa^fttC33t^^), 

BB?!I#^ : 75, 76, 77 (Q10HIICDR) tC§E*6©H$|CDR1, 2, 3®7$yi£lB^I 

\ 

S^ctiSB^J#^ : 78, 79, 80 (Q310HIICDR) tC§E*6©H$|CDR1, 2, 307$ 

J ItlB^J, 
S^ctiSB^J#^ : 81, 82, 83 (Q640HIICDR) tC§E*6©H$|CDR1, 2, 307$ 

J itiB^y, 
SfctiBB?!!#^ : 84, 85, 86 (Q850HIICDR) tC§E*6©H$|CDR1, 2, 307$ 

J itiB^y, 
Ztcmmm^ : 87, 88, 89 (Q1530HIICDR) tC§E*6©H$lCDR1, 2, 307$ 
J itiB^y, 
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VL-  1, gal.1#-4 : 

i RgEN, 

90, 91, 	92 (Q3540HMCDR) 	(,:.:EBUO)Htl4CDR1, 	2, 3077 Z 

V":-_-  1, gEN# 1-41  : 93, 94, 	95 (Q3600HMCDR) 	(,:.:EVO)Htl4CDR1, 2, 3077 Z 

I MEM, 

V-z-_-  1, gaM# 1-41  : 96, 97, 	98 (Q4050HMCDR) 	(,:.:EBUO)HOICDR1, 2, 3077' 

I 	gEN, 

V-L-  1, gaM# 1-41  : 99, 100, 	101 (Q4580)Htl4CDR) 	t:.-_,E$54 0)HEI.CDR1, 2, 30)7 

I REM, 

7•-z-_-  1, 	gEN1 	-14 : 102, 103, 104 (Q4600)HOCDR) tztaimFecDRi, 2, 307 

7 si-: ) REM, 

V-z-_-  l, fi01_1*-4 : 105, 106, 107 (C)4990FIMCDR) c:12,Qt,OHNICDR1, 2, 3® 

7 Z i MEN, 

iiN 6 44:Z algeafil3'(i'L it 4 a.' 41. Ltagn tz.. FA 	a) fil-,Re-a,r3ITA L, yi-,F. Xiji, 

14“:.=.81,1 

gaM# 1-4 : 108, 109, 110 (J2320HE4CDR) t::_,ENC,0)H$14CDR1, 	2, 	3077 Z I 

EN, 

V-z-_- tgEN*-4 : 111, 112, 113 (J25907HOCDR) tz-_E 2, 	30) 

7 --Z i gnEN, 

Vz-_- 1, gEN*1-41  : 114, 115, 116 (J2680)HOCDR) tzlEa0)Htj4CDR1, 2, 	30) 

7 --Z i gnEN, 

V-z-_-  1, gEN*1-41  : 117, 118, 119 (J3000)HOCDR) 	t:.-_,Ea(HECDR1, 2, 	30) 

7 -.•Z i MEN, 

tc: I,fie,M# 1-4 : 120, 121, 122 (J32107itacDR) rcia$,W)Htl4CDR1, 2, 	307 

7; i RAUIJ, 

v--ctna9-1_1* 1-41 : 

r --Z i PEN, 

V-z-_- 4gEN*1-4 : 

123, 

126, 

124, 

127, 

125 (J32607HOCDR) 	4::_giag,a)HtEDRi, 

128 (J3270)HOCDR) 	G:=1,Ea0)Hti4CDR1, 

2, 307 

2, 307 

7 --Z i OEN, 

WO 2012/067176 45 PCT/JP2011/076486 

: 90, 91, 92 (Q3540HfICDR) lC§E*60H$iCDR1, 2, 307$ 

J If @S5!k 

: 93, 94, 95 (Q3600HfICDR) K§E*60H$iCDR1, 2, 307$ 

J If IB^k 

; 96, 97, 98 (Q4050HfICDR) lC§E*60H$iCDR1, 2, 3 07$ 

j IflB^y, 

: 99, 100, 101 (Q4580H$(CDR) KgE*60H$£CDR1, 2, 307 

$ j niB^y, 

S/ctilB^y#^ : 102, 103, 104 (Q4600HHCDR) tC|E*60H$iCDR1, 2, 3® 

7 $ J If 13^], 

; 105, 106, 107 (Q499©HilCDR) HIlEfc©H$iCDR1, 2, 30 

7 $ J If SB^I, 

^h&•§>ttc&ztitmffiKit, ̂ F.m 

WltZjntfZ) 

IB^J#^:108, 109, 1 10 (J2320HIICDR) tCfEi60HfICDR1, 2, 307$ J 

imm, 
£fc&BB?y#^ : 111, 112, 113 (J2590HIICDR) tC§Ei60Hf!CDR1, 2, 30 

7 $ J If IB^J, 

: 114, 115, 116 (J2680HMCDR) tClEi60HMCDR1, 2, 30 

7 $ J If @3^1, 

S^cttSB^y#^ : 117, 118, 119 (J3000HIICDR) tC§Ei60HflCDR1, 2, 30 

7 $ J If IB^k 

SfcttSB^y#^ : 120, 121, 122 (J321 0HIICDR) ^lflt^®H|lCDR1, 2, 3® 

7 $ J ifiB^y, 

SfcteSB?!]#^ : 123, 124, 125 (J3260HIICDR) tClE*c0HiiCDR1, 2, 30 

7 $ J If SB^JN 

: 126, 127, 128 (J3270HHCDR) lClEf60H$KCDR1, 2, 30 

7 $ J if iB^y, 
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V-z-_-  1, g0d# 1-41  : 129, 	130, 	131 	(J3390FIMCDR) 	t:Eilt,101-1$14CDR1, 	2, 	30 

7 Z i REM, 

V-z-_-  l, gaM* 1-41  : 132, 	133, 	134 (J3440FIMCDR) 	t:Eilt,101-1$14CDR1, 	2, 	30 

7 Z i REM, 

V-z-_-  l, gaM* 1-41  : 135, 	136, 	137 (J3460FIMCDR) 	t:.-_,ER40)Htl4CDR1, 	2, 	30 

7 Z i REM, 

V-z-_-  l, gaM* 1-41  : 174, 	175, 	176 (J1420FIMCDR) 	t:E101-1$14CDR1, 	2, 	30 

7 Z i REM, 

75\ 6 tcl: Z tiOnia3glii 	tc: l, 	a.' tt, LAgrlig I,: PI 	OtiLEjliag3iii L 	''A-  tiNtiL 

12tKT 	Z a.' L 751T 	L 00  

[0065] tS8, *RIEIJIt:.:80-0, tiVgAiag3iileARO'gt:.:PMTZ L 6, 	i!,Ati-i, 

ige-a3gliLLA-tiN*wtiAtttr-age-a3a) -  . F. VI I I aAR 	1t8 -  z 

3t,htePM--ez a.' c 	41 -  Zo 

[0066] *RIEIJIt: 8 0 -C, 	1-pMj Lt, ;OTL,t,P1f11.03t,ht-eZ;05tv's< 

3tfteteNttql.--co-c t ck o L, X, _EZEOgilitThA69-KQ/hB26-PF/hAL 

-AQct (,) t A 1,N3t't 	Z kiN (,, 	PTA I., < l, 	rAr01.12 ] 	t:.-.1ENC:354-LtcA-ItTgili 

t L it taaa)F. Xagt1ZAE3tteQ153-G4k/J142-G4h/L180-k L FA 	. o i, 

-t. 4-0-;t_ta)3t,ht 	Z FR (,), 	3tfteffil/P L --C I, \ --C t ct 00  

[0067] ±3LROth`,12tK6, ±A.R14# 1-4[0061]0;1],litThA69-KQ/hB26-PF/hAL-AQck 

(') t 1-403tft, PT 	L < 1, 	[A 	{ 	2] 6:.-_,ENC:35 tat Aft TALlif Ltctiii-aoF 

.xaratiza3tteoi53-G4k/J142-G4h/L180-k L pi] 	.0 i, -t-  ttJ-;t_h a)3tit 

ZFR(,), U, 	_'••*±=1 (CDREN 8 ct Ve/ 	tctFRgOli) 07 Z i RNA (,:.= 

1 	tc: 1,  4 N a) 7 Z i Re VA , 	, illrlaVe / R1, 4A-,3_ tvt ki \ c t ct kiN 

0 7`  i REM (,:.= 8 0 -C, 1 	tz64NO) 7 Z i Rea*, 	, Illuarf/ 

R1, 4A -z7-z-_- 6730), 	ti,:.-..ck < 	rit,A-Ltz-_- 51L 1_, -c6, 	, iONt:.-. 

A 	4.A -  z 	517 	iii 6 tvc o zo INAJS, 	4 	ett.6S, 5311liArvgA 

Amta (Hash i moto-Gotoh, 	T, 	M i zuno, 	T, 	Ogasahara, 	Y, 	and Nakagawa, 

M. 	(1995) 	An ol igodeoxyr ibonucleotide-di rected dual. amber method for 

WO 2012/067176 46 PCT/JP2011/076486 

: 129, 130, 131 (J3390HHCDR) K§E*6©H$iCDR1, 2, 3GO 

7 $ J 
: 132, 133, 134 (J3440HHCDR) K§E*6©H$iCDR1, 2, 3GO 

7 $ J ItlB^J, 
S/c&IB^J#^ : 135, 136, 137 (J3460HHCDR) K§E*6©H$iCDR1, 2, 3GO 

7$J ItlB^J, 

: 174, 175, 176 (J1420HIICDR) IC§E*6©H$1CDR1, 2, 3GO 

7$J ItlB^J, 
bftZ>ttzteZtitmffittlIZt 

fo-e&zzttfbft LI\ 
[0065] &fc\ *WRIZ]D^TS mm 

[0066] iNT, mmi wutmm&<D%&-c$>z!&mzti:< 
, X, ±IE©)UJ^^-ehA69-KQ/hB26-PF/hAL 

-AQJ;y C^»J2] lZBm3tltc0kft-CM 

feLtd§£-0F. Xag^iiSIf Q153-G4k/J 142-G4h/L 180-k Wi 

t tiJeJL±(D%&%-Mt £ m lJ, 

[0067] ±^|^S^[0061]0)|JJ^^-ehA69-KQ/hB26-PF/hAL-AQJ; 

c^»j2] [zim^stitcm^mfeLtc^cDv 

. Xag^iiSIf Q153-G4k/J 142-G4h/L 180-k tULtCDSte 

(CDRSB^lfe^^/S^cttFRSB^J) <D7$;m&mz 
1 £JWtfW&s {K^is J:iN 
o 7$ yillB^tCfclNT, JWfW&s iK^s ttMRZ?/ 

XteffiAtZtc&)(D, *>s<?nizg 
M5.1& ^t£#-C£>*U£, 

(Hashimoto-Gotoh, T, Mizuno, T, Ogasahara, Y, and Nakagawa, 

M. (1995) An oLigodeoxyribonucLeotide-directed dual amber method for 
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site-directed mutagenes i s. 	Gene 	152, 	271-275, 	Zo l ler, 	MJ, 	and Smith, 

M. (1983) 	0 l igonuc leot ide-di rected mutagenesis of DNA fragments cloned 

into M13 vectors. Methods Enzymo l. 	100, 	468-500, 	Kramer, VV, 	Drutsa, V, 

Jansen, HVV, 	Kramer, B, 	Pf lugfe lder, M, 	and Fritz, HJ (1984) 	The gapped dup 

lex DNA approach 	to o l igonuc leot ide-di rected mutation construction. 	N 

uc le i c Acids Res. 	12, 	9441-9456, 	Kramer W, 	and Fritz HJ(1987) 	Ol igonu 

c leot ide-di rected construction of mutations via gapped duplex DNA Met 

hods. 	Enzymo l. 	154, 	350-367, 	Kunke l, TA(1985) 	Rapid and efficient site 

-specific mutagenesis without 	phenotypic se lect i on. Proc Nat l Acad Sc i 

U S A. 82, 488-492) l'S E CE111, \ ---C 7 Z iRgoit:.-..LASTA7A4A -z z.: L 

t: ct c) . 	H 0190F. VIII0AgVta - Z3tft - Z*ffiliAtt711H) '' .7°  

K *214K L A g 019 6:nM tcl: 	Al trap ] Tzl 	Z a' LeT 	Zc. 

[0068] a.' O) ,:t -3 t:.-_, 	iPa71iAti t:.-.. 8 kivr, 	1 t L < 64N a) 7 Z i Ogib5A L --C 8 (,) 

, ±ARI-*1-4[0061 ] a);141JZ -ehA69-KQ/hB26-PF/hAL-AQ,:t t') t -A o3t,ht, 

PTA L < 6 	(-41-01.1 2 ] t::_gaik,-,3_ ttd-c Aft --egirif L tc 4-au) F. Xagt1lla3t 

ft eQ153-G4k/J142-G4h/L180-k L PMZkiNt-t. tt.J-;t_toD3t,ht -Zt-r`vf2tK 

t V-c_- *RIEIJIottv12t“:.-_ -A-V-LZ. 

[00691 7Z IngoAa2,_--ztiii-a6:.-.6, 	7 Z I Rig8140),ItReq#:35 41.-C kiN Z 

1.1 0) 7 Z i Ogrflz.A -1 /435 tt.Z z: Le- 	L 00 IN A_ a 7, i Riglitl4a)ttN L L 

--c 1,, V7.10t7 Z i R (A, 	I, L, M, F, P, W, Y, V) , V7.10t7 Z i R (R 

, D, 	N, C, 	E, Q, G, 	H, 	K, S, T) , jtMa1gu$14 -z 7z JR (G, A, V 

, L, I, P) , 7.1KOMA-Vglit14 -  Z7Z IR (S, T, Y) , 0,Z;5 -A- 

114814 -Z 7Z JR (C, M) , 	t)1/ 7JOgrazzie7Z KA-Vg1.314 -Z 7 

Z JR (D, N, E, Q) , ilia-A-VRIA14 -Z 7z iR (R, K, H) , arf, 

---A-A-Vg!l$14 -Z 7z iR (H, 	F, Y, W) 	(,izz._-  Le-  - - e s z 	(Tt 

ILMW,N TtLt 7Z iRa)— '-'*1,21,1E -) 0 a.' 41.6 0A-")1.-7°i0)7 

I RoDfflitlq#1Y9MALT- 	- 0 	Z7 Z i RgENt:.-_ -,11 - z 1 R64RIE 

m7 , i OgOlaa) 	, illinave/Rt ,ft, a) 7 Z i RI,: ct ZEAt:.-..ct (,) OR$ 

WO 2012/067176 47 PCT/JP2011/076486 

site-directed mutagenesis. Gene 152, 271-275, ZoLLer, MJ, and Smith, 

M. (1983) OLigonucLeotide-directed mutagenesis of DNA fragments cloned 

into M13 vectors. Methods EnzymoL. 100, 468-500, Kramer, W, Drutsa,V, 

Jansen,HW, Kramer, B, PfLugfeLder, M, and Fritz, HJ(1984) The gapped dup 

Lex DNA approach to oLigonucLeotide-directed mutation construction. N 

ucLeic Acids Res. 12, 9441-9456, Kramer W, and Fritz HJ(1987) OLigonu 

cLeotide-directed construction of mutations via gapped dupLex DNA Met 

hods. EnzymoL. 154, 350-367, KunkeL,TA(1985) Rapid and efficient site 

-specific mutagenesis without phenotypic seLection. Proc Nat L Acad Sc i 

USA. 82, 488-492) & ££ m 7 $ JWMM £ d t 

tC J: y, @ ft (D F. VI11 (Dm KW t £> £M t & # ij ^ 7°^ 

[0068] Z(D£?lZs RT^I^tCfc^T, 11, L < ti*f$«£>7$ J y 

s ±$&&#^[0061]©>IJ^^hA69-KQ/hB26-PF/hAL-AQJ; y 

&3;L<ti C^»J2] tC|Ei6^tl/c^-e)UJ^L/ciI^0F.Xa^^3tS 

<&ifQ 153-G4k/J 142—G4h/L 180-k t HD#$> Z ̂  ti=t tlJ^±(D£M t Z> 

tC#£tl£>0 

[0069] 7$yitaS£fi£^-t£*I£-tcti, 7$yili|iJII®ttK^#^tlTlN^ 

SO © 7 $ JII tc 3 tl Z Z t ifm £ L M X ti 7 $ J MM ©14 If t L 

Tti, SfoM47$yi£ (A, I, L, M, F, P, W, Y, V) , *£*147$ (R 

, D, N, C, E, Q, G, H, K, S, T) , mflilfeWMZtit Z 7 $ JII (G, A, V 

, L, I, P) , 7KItS#Wi!iJII£W-t£7$yit (S, T, Y) , 

y II (C, M) , 

$7I£ (D, N, E, Q) , ^S#Wi!iJII£W-t£7$yit (R, K, H) , 

(H, F, Y, W) (ig 

3JMilN"ftl:fc7$ 7110-^^115^^1") o Z.nt><D&</)\s-7ft(D7 

$ £>£7$ y^BB^Jtcttt" £ 1 Xti*fM 

©7$ yitas©^, mmx?/xteifc<D7$;miz£z>mmz£yiis 
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-,3_ tt.tc: 7 Z i REM 	Zt ') 	•7° 	K e -t-  0) t!tr#IY93tftVitti 	Z a.' 

L (, ----et:.-..% 6 tvr o Z 	(Mark, 	D. 	F. 	et 	al. , 	Proc. Nat l. Acad. Sc i . USA 	(1 

984)81:5662-6 ; 	Zo l le r, 	M. 	J. 	and Smith, 	M. , 	Nucleic Ac ids Res. (1982) 

10:6487-500; 	Wang, 	A. 	et al., 	Science(1984)224:1431-3; 	Da lbad i e-McFar 

land, 	G. 	et 	al. , 	Proc. Nat l. Acad. Sc i . USA 	(1982)79:6409-13) 	. 	a.' a) ct -3 

ts.A_Al2tK6, *RIE1)101PkW5-1 (INAiScDREN, FREE, 	ii - viA15.112tK) a) 

7 Z i RgEML '-.P tcl: < L t 70%, 	ck t') PT 	L < 1, '-.PI-S.< L t 75%, 	ck t') PT 	L 

< 1, '-.PI-S.< L t 80%, 	-,3_ 6 (,:.:PT 	L < 1, '-.PI-S.< L t 85%, 	-,3_ 6 t::_ck t') PT 	L< 

tV:Pts < L t90%, -t. L -C, At PT 	L <1, '-.PI-S.< Lt95%07 Z i REMO 

Pl —ft -Zc. *HJINISt:.:80-CgOIJOH—ftt, gEMP1—tteA'LtS 

Z,:t -3 lz.;05(,:.:ZUgENVNIEL, 'SST*-t,  v•7° 4•ALtz-_1, TuLts.D 

tc ffitIMA_IRiFIR 1, t5ItIMA_IA±5-10 7 Z ) RgEN 0 Ra L FA — 0 Ra 0 ma 
L L -Ctt-1 /435 tt. Z. 7 Z JOHOIJOH— ftt, •fleLRO)51(,:.=.ct t')5Atl-Z 

LeT,Z. 

[0070] tc, U, 	_JIAtli (CDREM8ct tF/ 	tctFRguij) 07 Z IRgamt:.:8k,\ -c 

, 1 v-c6*N077 Z I R eimi-L 	. Illinatie/Rt4Atql.-c8t,), ± 

ARI-# 1-4[0061] 0);1],r/fThA69-KQ/hB26-PF/hAL-AQck t)  t Ao3tft, t7T 

I., < 6 	['AAR 2 ] lz Ea -,3_ tt.tc A-ft T Alit I., tcta-aa)F. xaratizA3tfteo 

153-G4k/J142-G4h/L180-k L PM 	Z 	6i 	. liV'' .3AtIO) 

7 Z i RgENt, AU, 	_IAtlia)77 Z i REM 	— K -Zi-lagEN/J\ 6 ts Z 

TA 	6:.-..Z I- I) J 	il-7̀ sA-ft-F --e/\-f I') Y 4 X -ZT-A0V3\61'41 Zz: Lt 

I-I) J:'Jil-71-cl:A-ft-F ---ei\-f II) Y-f X -ZT-ARWAIN- Ztc_- 6/3a), 

I- I) J:'Ji J I-1-s/ \ 4 II) Y-f -ff—:> 	JA-,ftL 1,-c6, 6 korNA, 0.4% SDS 

, 0.5 x SSC, 37t0)A-ItVL- ta'ttLPM0) 	') J 	J:> —a)/ \-1 I') 

Y-f -ff — 	A-ftIJ71--C 	Z. ct t,) Z I-') J 	i 	—oiTio A-4, IN 

AiS, 6 IMA, 0.4% SDS, 0. 1 x ssc, 42t07A-ItC,1104-LtS, 	ct t') M Htt 

aAor,ARa)*AtE141J471 -Z z: Le-  e 	Z. *ME I., AL-F,ARogENVAtt, 

WO 2012/067176 48 PCT/JP2011/076486 

b ti ~3~ T tC ft] £>tlTlN'i> (Mark, D. F. et aL., Proc. Nat L. Acad. Sc i. USA (1 

984)81:5662-6; ZoLLer, M. J. and Smith, M., NucLeic Acids Res. (1982) 

10:6487-500; Wang, A. et aL., Science(1984)224:1431-3; DaLbadie-McFar 

Land, G. et aL., Proc. Nat L. Acad. Sc i. USA (1982)79:6409-13) 0 ZlCDcfc9 

ta&mmzs (mmRiB^y, FRIB^O, <D 

7$;iliB^y^'>&< 701 j;ySfsu< ti'>&< 75%, ^y^u 

< ti'>&< t^8Q%, L<ti'>&< ££851 ^e>tCj;ySfS L< 

ti'>&<£=& 901 ^LT, £=&$?£ L< ti'>&< ^ =fe,95%C0y ^ ̂ ^SB^IJCO 

ty,zfemznz>0 &&<Di5mz&y^t^c 
o 

[0070] S/c, qr^Iii (CDRBB?!1£/ctiFRIB^U) ©7$ ̂ BB^JtCfc^T 

, 1 £fcti^ftS©^ JWtfW&s {K^is ftflD&tf/Xti^A^tlTfcy, ± 

$&&#^[0061]©>IJ^^hA69-KQ/hB26-PF/hAL-AQJ; y SfS 

L< ti [^«] 2 ] tC§E*6$ L/c±I^©F. Xajt^^'IWQ 

153-G4k/J 142—G4h/L 180-k t HD#$> Z ̂  ti=t tlJ^±0S'I4£M t Z> 

niB^yti, mRT^$©7$yIIIB^U£ =1 - st£^SIB^U^ e> & a 
^IttCX h 'J >^I> K^^{4TTv\-r 7"'J £?#£>£ £t» 

RTti-e^-So RT^$©:P$yitiB^iJ^=i- Kfzik&E5mst>&z&mz 

Zb'J>Z/j:> K^^{4TTv\-r 7"'J y-r XT to®, X 

h 'J >syi> hft/W 7"'J yJ if—^>3 y^i^t LTti, 6MII, 0.4% SDS 

, 0.5 X SSC, 37XZ(D2k4fr£tzl&Z.tl£M%T<DX h 'J >yx>i/-©/\-f 7"'J 

y•< -tz —:> a §0 ct lJ X K 'J >^1 >:> —M 

At*, 6 mMs 0.4% SDS, 0.1 X SSC, 42°C©£#£ffl^tlt£, <£y*@HDl4 

£ C t ifZ $ £<> flL/ciI£®IB^J©>££ti, 
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"rmworioat:.-_,:t -D -cff -3 a- L75 -tc--ez,:, WU -,'_ tt. itTAR 0 M ITA ft 

6, 	ti.agEM12tKT, 	'-.P I'S < L t 50%L;LE, 	-,'_ 6 6:.: PT A L < 670%Jt_h, 	-,'_ 6 

t:- PT 	L < 690%Jt_h (IN AiS, 95%, 96%, 97%, 98%, 99%Jt_h) ogogop] 

-ft 	zo 

[0071] ±2/ \41') Y'f -ff— 	i--Alird- f1_11,11 -Z51t:.-../J\A_ ---C, 	U, 	_''';Atia)77 

Z i RgUIA 	— K -zzagammmat:.-..-at.,tc_- .7°7-r 7— CEHoZit 

iRtitliFia, IN AiS, t I) )( 7 --ffatIMZ(PCR) 51 	fillEll L -C, 	iPkWA 

[0072] 

07 Z i RgOIA 	- K - ZitiagEN/J\ 6 tSZTARL 	I) 	 tca,- 

it-FT/ \ 4 I') 'Y's-f X - ZrAngr*ittN- Z L.' Lt ii-R"-CZ,, 

itagamarf- 'zimgamoR—ftt, Karlin and Altschult:ck Z77/1/1 

') XABLAST 	(Proc. Nat l. Acad. Sc i . USA(1 993) 90: 5873-7) 	(,:.-_,:t -D --05Atl-z 

( Le-Cs ,Z. 	a.' 0) 7/1/1') X A vz..a-- Jo ---c , BLASTNAbBLASTXLnfl,Vaz 7° 

1=1 	7./A7YrAfttql,---C1,\ Z 	(Altschul 	et 	al.,J.Mol. Biol. (1990)215:403-10 

) c, BLASTlza-jo-CBLASTN(z.ck -D -ctiagamvFonztiii-at:.-i, / . 7)(— 

,9i—tiNAJSscore = 100, vvordlength = 12L -Z. 	etc, 	BLAST(Za-i1,\Z 

BLASTX(z,:t -D --C 7 Z i REM 	/174* -ZtIiI a6:.-..6, i 7 )( — 51  — l, IN A_ asco 

re = 50, 	vvordlength = 3L 	- Z,:, 	BLAST L Gapped BLAST7°1=171,.CE111,\ Z 

ttiat:.-i, 	.7c. i=i71.,0)5277J-)1,1-i7)(-9i—cEilki\zo 	a.' 41.60/174* 

[0073] 

	

5101412tKr1191:4:511,Vt.̀,VeZ 	(NCBI 	(National Center for Biotechnol 

ogy Information) 	0) BLAST 	(Basic Local. Ali gnment Search Tool.) 	0)r, 

It- 4 	._...*-1,Elg ; http://vvvvvv. ncbi. nlm. n  i h. gov) 	c, 

	

t.c_- *5tHAt, -hEttv14Kinia 	Z 1 E 	—7°  LM 	Z iE 1,—.70(,:.-Ai 

-a -  z ttotK ,tit tt -  Z. 

[0074] zt-ri`,12tKeita)ttiA2tKLMV -ZiEl--7°V,Erd -Z75\175\t, r 41g)i 

El--7T3-‘11-Zgat:.-..ct-D -Cf4,2 -Zz: LeZ 	Z. tiE12tmontat. 0, 

ae-a7v-t-r t:._,t -D --C iiTIO-  Z L' LeT 	, -t.  a)FA' L L --colui-a&-- 

PRzwza (ELISA) . gy6i)1,*—fimiiiita (FRET) Abglorigiutt-A 

Tai (FmATeRtgif-A-7)) fsEet164-t.Z. tr-LEJ:Aiii-al,tcAti-E12tKoil, M 

WO 2012/067176 49 PCT/JP2011/076486 

±^si3^y^ftT\ '>&< t^bQ°m±, 
IZftt L < &M%&L± (m&\ 951 961 971 981 99%J^_t) mmom 

$ Jz =i- stz>^SIB^O it#zmz&f&Ltcy^j^-zm^ZTk 

(D7$ 71113^0^=1- K 'J yi/i> 
ftTTvW 7"'J ?<{XTZ&&Z&1!tTZZti,pIffi-e$>Zo 

[0072] $ y ItlB^lJCDIW]— KarLin and ALtschuLtCcfc •& TJU^f 

'J X A BLAST (Proc. Nat L. Acad. Sc i. USA (1993)90:5873-7) tC ^ T>££"t-g> 

o COWUZT'J XAtCg^VT, BLASTN^BLASTX,>:P?tftl^70 

(ALtschuL et aL., J. MoL. BioL. (1990)215:403-10 

) 0 BLASTJCS^^TBLASTNJCcfcoT^SSB^l^^-r-SJi^tC^ ^=7*-

$ — ti^J^Ji'score = 100. wordLength = 12-g>0 ^/c. BLASTtcS"^lNT 

BLASTXtCct ^T7< 71113^0£Mr"t •&*§£•£&, ^=7*-*-Xsco 

re = 50% wordLength = S^if'So BLAST£:Gapped BLAST7°P ^ ̂  

£-7°P^A®^'7 7NU £*I£©#¥#T 

CD lift ft"£:'$)•?> (NCBI (NationaL Center for BiotechnoL 

ogy Information) CD BLAST (Basic LocaL ALignment Search TooL) CD^IL 

7,Ht^r K^:#^ ; http://www.ncbi.nLm.nih.gov) 0 

[0073] t tz*m% ±§E^ft^^"r i> x kf s—7°^ mmt z x tr K - 7°^ 

[0074] h-7°£!I!i-t£frS7m, M#©x 

(ELISA) N (FRET) 

ffi (FMAT(M^^D) ftiftfmfbft&o tfLmzm-sLfzmtiHb<Dw&. m 

http://www.ncbi.nLm.nih.gov
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zi E I- —7°,a)*Ii-at:._ -4 1, -ctt-a -  z IRA tt-atiL 12tK mwi-Li2tK) a) 

-agt:.-Jamtigt:.-ArAL-cozo 	--st-)t,  	- ° -,11-z)sM 

tr-vf2tKVE AbVfotteic 	< tsz ( Ls, Ati-vf2tKottOgotlii-aiit1ET L, YE 

IgoA)Mtl--L12tKotlii-aiitt,Min -zo 1412tqit::_t, tr-LEJ:3-4 L, ILAtsaig 

L tc A tr-vf* L ,Wfd -,‹ 	ttvf* 	PI Hi t: 	)iii l„ SA 	RI PI L ---cea L -c 0 

Z a #n12tK 	ffl 	z . ti-LEJ::_e-aLk-at-r-Li2tKit, Ati-vf2tKobflEld L -c 8 

< z: LT, 	b's'-At::_;141 J7f -- Z. 	a.' OV-+EatVtit:_t$1 _11R-1 /4354-Ltsoe, 	t:.:Ft‘ 

UtcffigRaii_..ttR - Z. ffigUat, 1417Mi76:.-_6vlASA, a41-ard, Ell 

„Wats L'eti 6 tt,z o  

[0075] IN A_ tS, F. IX, F. IXa 	tc: l, F. X 	MIL LL- E— Xt:::1,164,10 Lk-p 	M* 

L, 4SA a) A tr-L1* 	z o 1,3Mtl--L12tK 	PI Hi t: 	)iii l„ VIAL 4-Lk-AY-AK 

gAlni'ArZt-Alirlit::_ct -D --C$ffl 7 Z 0  

[0076] a' a TO 	I-M4 -  Z1 E I- — .7°(,:.-Ai-azt-r-Li7tKi Lt, SICAt-A14“:3-4 

L-c, 4-ragRogAti-E12tKoe-a6:.-_ct toiliai5ocioia-F:s -ft z 21. (Ic50) t:3-4 

L-c, 	13Mtl--L12tKe4-ragtgAti-E12tKoic500iCig, 	1001g, 	PTA L < 6801g, 	-;5 6 

t::-PT 	L < 6501g, 	-1 /435 6 t:.-..PT 	L < 6301g, 	ct (,) PTA L < 61 013,, A o21.---e 

'PtS < Lt50%. ffigUati-E12tKopeai1E -F -:5 - ftZz: Le--eztr-L1* ---ez 0 

[0077] ±3LROti-E12tKiniaZ i E I- — 7° L *4 	z i E 1- —7°t:.-Aili-az tr-vf* a) 

ti--Lm-a3mitL -z*slixttti-Lwalii-a-t, %A-Lk-F. VII I4 	,fte 

z3tit 	41 z z: L eui we 	z 0 	t..L-, ±Aoti-Li2tKee-a -zi E I- —7° 

LM4 -zi E I- —7°t:.-Aili-azti--Li2tKoti-Lme-a3gat, 	ct (,)%i-Lk-F. VIII 

4414-M -z3t,htV4iztcobt:.-..it L < 64N0)7'z ing2,_R -Z a.' Le 

Ui g--eZo trEMeca3gaa) 7 Z in'32,A_•1, _EAVAlitThA69-KQ/hB2 

6-PF/hAL-AQct t) t 1-403tft, PTA L <1, 	[-AAR 2 ] (,:.=,Ea-:5 tat A-it-CALI 

t Littga0)F. Xagt1ZA3tfteQ153-G4k/J142-G4h/L180-kliAZ ol,-t.  

4-0-;t_h0)3tft 	z*slixttt-r-Lme-a3 	tR -z z: Lt:.-..ct(,) , 	ct (,) 

15_411L- F .viiia4te - Z3MtV41  Z z: Le-- 	z0 *RIE1)101Et1.tcF. vii 

Ilt ,f-M -z3t,htV41ztcv,:.-_t, lit:.-_, J-;CF0)77  Z inrZERePT 	LO 
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mtz>x tr K -Lom 
^fitCP^JgfttCffiH LTlN-g)o tt*f"t£x t? h-7°tCft-t&M*£ 

HftfttCti, StJItCttU 

£ Lfc^tt£Mt-^$fttt£ll0$tcgs;!jnU LT^LTIN 

&t%}KWiktfk)&~$~ Z> <> JnJ^tCilp-n Ltctk^KWrnte, LT33 

< c ̂  T\ tc >UJ£T $ £ <> c (D *Iti tif# tc tifrl H 3 ti & IN if, tc jfc 
tlfi^;£ti^ JM*fttcti&ftiII& MtlHL m 

if if ̂  t:f £> ti •?> 0 

[0075] mti\ F.IX, F.IXa^/ctiF.X^gffi'fbL/ce-XtC^^IiiL/cl^Jtft 

^ ^si©^SL^S>i)^ti^SL^^:ll^tC^iJPLN WMS-fotcMfaW*. 

^^M)il£&#Jtc <£ §o 

[0076] ZIZIT'IN^ riltiil tf K — 7°tCi|p"n<^tis ^iHII^JjtfttC^i 

LT, 3MiI$©^<*©^tCj:y^M£50mT3-££}lJ£ (IC50) tctt 

LT, 100^N &?3;L<ti80^ 

tc&S L < ti50^ £ £>tc£FS L < ti30^ <£ y $?£ L < til0fei%^)lJt"e 
'>&< ^^501 

[0077] ±^!i®Jjtft^i|p'nt~§itf K — ~f bWM.~ti° K — 7°tci|p-nf •Sjjtft® 

mntcf.vnmmttttw 
T&y&^n&ziiif^mzfo&o %tc, K-7° 

tmmt&^tf £y®ti/cF.vin 

iHi^ftiil--?) Ste £ ?# £ /c to tc 11 L < ti*ti& © 7 $ y it £ ̂  •f £ c: £ if 

qTti-efe^o ±$0)|Jj£^ThA69-KQ/hB2 

6-PF/hAL-AQJ; y $?£ L < ti C^»J 2 ] tC§B*63 tlfc£#-e>D 

^L/ciI^0F.Xa^^3tStt^Q153-G4k/J142-G4h/L180-k|W|^fe^lNti^ 

® ti tc F. VII m ti £ ft#'t £ ;£'I4 £ ?# £ d t ifX $ £ o *fg 0^ ti tc F. VII 

l&ti£ft#r£S1f£f#£fctotcti, f#tc, LIN 
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(1) F. IX8 c, .0/ 	PI-  I,F. IXagEMA-  Zfj-t12tHti46z.: 8 (j.  ZKabatt '.Ji 	') 

'1,:.:. ck Z 3411, 3511, 4911, 	6111, 	6211, 	9611, 	9811, 	ma, 	1 00b1A18 c Z1 

1021107Z ingtRa75\ 6iLtatt.Z, "PtS < Lt 1 - - D 07 Z ) ogolaeto7 

(2) F. X 	BENI-  Z iii,141-10 t: 8 (1Z Kabatt %, 	') % 	'(,:..-. ct Z 35a, 5311 

, 7341, 7611, 9611, 98111, 10041i8tpooaa07..z)ogmab\61tai-Lz 

, ipts< Lt 1 -D07 z--. ingtRaelto7z ingtt:.:21-,3_4-t.z. 

(3) tiE14K3146:.:80•ZKabat t %/ 	1) % 	s l,‘=,:t Z 2711, 	3011, 	3111, 	321 

[0078] 

, 5011, 5211, 5311, 5411, 5511, 9211, 9311, 9018 ck *(1f95110) 7 Z J 

ab\ 61Lt6 	t.Z, WS < Lt 1 -3 0 7 Z J NtRaiPft.0 7 Z /g  C:..-.ff#1,-. 

tt.Z,, 

etc, *RBA (:.-..80-C, ck 91*I'LL-F. VIIIMgV-t04-Z5ttiV4Z7L- 67) 

OM 	l., OfirA4c0) 7 Z I OM 1., -C t, 1-;CF0 (4) - (6) 	tiZ j__'. L 7V-e 

,'0   a.' tl, 6 0 7 Z i OR tg, iii,14Hth 7 	6 -Z--  0) ck -3 tct: 7 Z i R 	A-  t, -C 0 Z 

t ck 0 L, 	7Z )02,3TgIA- Z (7_. L 1,:.-_,t -D -C-t- Oct -3 tdle,MA1-Ztj-NcHt14 

L L/C t ck O. 

(4) F. IX8ck tie/ 	it I,F. IXa,32614 -Zfti,121KI-Ith75, 	Kabatt '.%/ 	') 1 	'(,:.-.. 

.r. Z 341A 0 7 Z J O  griRa e -I V i=i -I :> 	, 351310 7 Z i omae7 	/ . 7* 

-.., 	‘)1,;-.-_- J7-z-i-t ') %, 4910 7 Z ) ogioAaeti) J, 611107Z J 

OIARabq 1  It.* .=' . i , 621107 7 Z ) fi'MAae ')I. '.7 Z Ati, 96107 7 Z i U 

Raet i) 	t-z-_-64 	I. A- = >, 9843107 Z )otiRae i) .)-.J 	7-z-_-6 7711,* 

_-:,, 1001107z IngioAae7i=)1,7-3=v-cai=i, 100b1107 

---Z i ogioAa 	1) :-J, 	z 0 t, 	I0210)7z JogoAae-i=i --ezt-r-L 

4 0 Hod, 

(5) F. X 	,124fral-  ZVE17FItA6Z 8 ld-  ZKabatt %R ') % 	'l,:_ct Z35a0) 7 Z. 

ingriRa7V75*%ft, 53110772 JIMa7V7/1/*=%, 73131077 Z. 

i ogroAa 13' ') 	%, 7611 OD 7 Z. i ogroAaei):/, 9611 a) 7 Z i ogoAae 
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(1) > 

? hZ cfc ~b 34ft, 35{UN 49ft, 61ft, 62(1 96ft, 98ft, 100ft, 100bft;15d; t)* 

102{40 T7 $ J ItaSfr b M tl £, '>& < £ i 1 ^ (D 7 $ J ItaS 1fife(D7 

$ y litems ti£0 

(2) F. X £ =HfSg-r 2> tfiftHgi^ 3 Kabat ± > • * 'J > VIZ J: £ 35ft, 53ft 

, 73ft, 76ft, 96ft, 98ft, 100ft£J;tf 100aft©7$ y ItaSfr £>}gtitl§ 

, '>&< tt 1 -D<D7$ yil^Cg^^tl^o 

(3) Kabat ^ > A''J > <£ £27ft, 30ft, 31ft, 32ft 

, 50ft, 52ft, 53ft, 54ft, 55ft, 92ft, 93ft, 94ft£ J;tf95ft©7$ 7 St 

£31tf*iS, 'M<H1-3©7$yMISrfftfetf)7$ J@|(CM^^ 

tl-So 

[0078] £tzs *&BMlZ£^r. 

smt LT&, J^T© (4) ~ (6) ZmfZZttf-C 

%Z>0 ctlb®7$ yilti, yi^fLT^T 

(4) Kabat^VA'U 

^•g>34ft©7$ 7CK *>>, 35ft®7$ yiiaS^>X/^dr 

>, 40U47 $ /cti-tz 'J >, 49ft® 7 $ J Il^S^iz 'J >, 61ft07$y 

IIBgtfTJlsX-y. 62ft(DT$ $ >@l, 96ft07$yit 

aS^-tz'J 98ft©7$ yil^S^'j 

- >, 100ft©;7 $ yitaS^x-JU^-V^/c&^P^X 100bft©7 

foziHis i02ft©77$yii^s^51p^>'e^i)^ 

ft©Hg(, 

(5) F.X^Ilii-r^^ftHiltCfcn^^Kabat^-V/^J >?HC<fc£35ft©:P$ 

yiii^7X^7^Vi, 53ft©}7 $ yst^g^yju^-x 73ft©;7 $ 

y Il^s'J v>, 76ft© T7 $ y lias7" 'J v>s 96ft© T7 $ 7 II^S 
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')J 	tc_- (, 77)1,*= 	9840 7 ---Z Jn 	a7S~~ CIiJ, 1004107 Z )NTI 

Rai3<[=1, 	Zott, 	100a4(07ZingtRaeL --eZtii",12tK 

ol-Iti4, 

(6) 	M1 I-Mk:8 0- 6Kabatt J/V) 	1:.-..,, ZKabat -i-'.M I) >M,Z.-..„ z2 

7407z i OgtRae ,) :')J 	tc: tt7)1,*= 	, 301107 7 Z i ogma7mv9i 

Z 'A'A, 31110m 7 Z ) 7)L' 	=J, 3241 a) 7 Z i m.Rae")1,,9, z 

, 50110) 7 Z I giri.Rae7 7 )1/*='.J 	tc_- 1, 	)l.5' Z> , 52410)72 j WAR 

aet i) J, 5313/ 0) 7 --Z i ngtRae7)I/*= 	, 54110) 7 Z ) RRae ,) 

›, 55110D 7 Z I u.RaiY'J )I.g z At, 92110) 7 Z ) ogtRaet 1) J, 93 

I107Z i NRaet i) >, 94110 7 Z i ogoAaeii=11) ›, 	)k,\(4:, 95 

a 0) 7 	) maaelp I) >-efir,121KaAti4. 

[0079] _LEO (1) — (6) 0)ftL407Z igizrlAa0) -5, Wz1f_tilc:F.VIII03t 

ist ,r4z7-c_- ab0)o 	Lo11fflo7z JuRaL I,-CU, 1.i0) (1) — (3) 

tjs Zil.'L7Y--e.tZ. 

(1) F. IX8ct rf/V-z-_- tF. IXaFigea -Zfii,12IcHtAt:.:80•Z Kabatt >j 	I) 

7‘ G:.-- 	z34a, 3511, 6111, 98a, 100418 Az •0100baa) 7 Z I gitRa, criT 

t6148<t*(11001107-Z I ogoAa 
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711, 3011, 3111, 3211, 5011, 5211, 5311, 9311, 94118(f951107Z i 

nRa. rtr-et,27a, 3041, 3111, 5011, 5311, 9018 crcl95110) yz JR 

Ra 

[0080] NI]t*RHAtt, M—Ot I) ''' .7°- 	KeTE (al) — (a14) 75\ 6ittatt,Z1,\ 

TtL/POttvi2tHOLTE (c1) — (c10) 75\ 6ilitStLZOTtl.75\0t-M*1-$1475`6 

tS9, %=0)t 1)/7° 	Kb<TE (01) — (b12) t\ 6inatt.60ftLIPOitt, 

14HOLTE (c1) — (c10) iP6ilitStt.60TtLIPOti--ALNO\ 67,̀4:6, *M 
!tiAtigRalti-a3 - 	t'll.i: - 6 : 

WO 2012/067176 52 PCT/JP2011/076486 
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7ji©7$ ylias'j >, 30ft©:p$ yitas^^Ou^ 
$>@£, 3Hi®7$ yitas^^^u^-Vs 32ft©:p$ yitas^^Ou^ $ 
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ft © 7 $ J sias t>< 70 • u > -e & § © L$io 

[0079] ±13© (1) ~ (6) (DM*(D7$ 7SiaS©9 t>, WlZ&ktltcF. VHUfUg 
f ̂§5fc4&©jfS Lvtei©7$ ;iaSi: LTtt, £TF© (1) ~ (3) 

(1) F. IXfcNJ:t//^7t{iF. IXa^I^li-r^^ftHllk^^^Kabati-VA'i; > 

?XJ:-?>34ft, 35ft, 61ft, 98ft, 100ft£<£t/100bft©:P$ 7ItaS, tpZ 
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(2) F. Kabat >^C<£-g>35ft, 53ft 

, 73ft, 96ft, 98ft, 100ft 35 <fc tH 00aft© 7 $ S IiaS 

(3) tfcttL$Mc£KabatV VH <£ £Kabat< 'J >?HcJ;§2 

7ft, 30ft, 31ft, 32ft, 50ft, 52ft, 53ft, 93ft, 94ftfeJ;0:95ft©7$ J 

IiaSs ^"Ct^ft, 30ft, 31ft, 50ft, 53ft, 94ft £ J:t/95ft©77$ y II 

[0080] Ktf~F§E (a1) ~ (a14) ^ 

-rti^©sftHii^TiE (c 1) ~ (c 10) 

&y, KtfTIE (bl) ~ (b12) 

(c1) ~ (c 10) #fi 
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(a1) gEN*1-41 : 1 	(Q1-G4k) 6:.-_,Eazo7z i REM b` 6 1::1: Z tAl2tqlt14. 

(a2) gEN*1-4 : 2 (Q31-z7) t:.-. as 	0O 7az 	z i Rge,M75\ 6 tsZ ftvi*HfC 

(a3) gEN*1-41 : 3 (Q64-z55) t:.-_,Eam7 z i RNA b` 6 1::1: Z tAl2tql$14. 

(a4) gEN*1-41 : 10 (Q64-z7) t:.-_,Eam7 z i RNA b` 6 1::1: Z tAl2tql$14. 

(a5) gEN*1-41 : 11 	(Q85-G4k) (ZENCOD 7 Z i REM b` 6 tcl: Z tAl2tK1-1$14. 

(a6) gEN*1-41 : 12 (Q153-G4k) 	t:.-_,ENza)7z i UNA b` 6 1::1: Z tiE14K1-1$14. 

(a7) ge,M#1-41 : 13 (Q354-z106) 	6:.-_,Eakaa)7z i RgEN75` 61S Z th`,12tql$14 

(a8) gEN#1-41 : 14 (Q360-G4k) 	6:.-_,ENz0)7z i ogtgambN 6 tszti-Li4KH$14. 

(a9) ge,M#1-41 : 15 (Q360-z118) 	6:.-_,Eakaa)7z ipge,m75\ 6i-szti--vi*Htlq 

(a10) gEN*1-41 : 16 (Q405-G4k) (Zgaakaa)7 z i ogtgambN 6 tszt-Ai*Ht14 

(a1 1 ) gEN*1-41 : 17 (Q458-z106) 6:.-_,Eao7z i ogtgambN 6 tszt-Ai*Ht14 

(a12) gEN*1-41 : 18 (Q460-z121) t:.-_,Eao7z i ogtgambN 6 tszt-Ai*Ht14 

(a13) gEN*1-41 : 19 (Q499-z118) 6:.-_,Eao7z i ogtgambN 6 tszt-Ai*H$14 

(a14) gEN*1-41 : 20 (Q499-z121) t:.-_,Ea0)7z i ogtgambN 6 tszt-Ai*Ht14 

(b1) ge,M*I-4 : 4 (J268-G4h) IZENCO7 7  Z i REM b` 6 tSZtAl2tK1-1$14. 

(b2) ge,M#-14 : 5 (J321-G4h) 6ZENC077  --.Z i REM 75\ 6 l'S Z tAl2tql$14. 

(b3) gEN*1-41 : 6 (J326-z107) 	6:.-_,ENza)7z i ogtgambN 6 tszti-L14KH$14. 

(b4) ge,M*I-4 : 7 (J344-z107) 	6:.-_,ENza)7z i ogtgambN 6 tszt-Ai4KH$14. 

(b5) gEN*1-4 : 21 	(J232-G4h) (Z21,1407 Z i 	EM 75` 6 l'S Z tA14KFI$14. 

(b6) ge,M#-14 : 22 (J259-z107) 6:.-_,gag,07 Z i REM 75\ 6 ts Z ttv1*H$14 
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(a1) : 1 (Q1-G4k) lZ^m<D7 $ J 

(a2) 13^#^ : 2 (Q31-z7) £§B*6©:P$ 71113^ 

(a3) 13^#^ : 3 (Q64-z55) K§B*6©:P$ J 

(a4) 13^#^: 10 (Q64-z7) £§B*6©:P$ JWMW* 

(a5) 13^#^: 11 (Q85—G4k) 71113^ 

(a6) |3^y#^ : 12 (Q153-G4k) J 

(a7) 13^]#^ : 13 (Q354-z106) lZ%d,m<D7 $ J 

(a8) 13^#^ : 14 (Q360-G4k) lZ%d,m<D7 $ J 

(a9) |3^y#^ : 15 (Q360-z118) lZ%d,m<D7 $ J 

(a10) IB^y#^ : 16 (Q405-G4k) lZ%d,m<D7 $ 

(a11) 13^]#^ : 17 (Q458—z 106) lZ%d,m<D7 $ J 

(a12) 13^#^ : 18 (Q460-z121) lZ%d,m<D7 $ J 

(a13) 13^]#^: 19 (Q499-z118) lZ%d,m<D7 $ J 

(a14) 13^]#^ : 20 (Q499-z121) lZ%d,m<D7 $ J 

(b1) 13^#^ : 4 (J268-G4h) lZ%d,m<D7 $ J 

(b2) 13^#^ : 5 (J321-G4h) £§B*6©:P$ J 

(b3) 13^#^ : 6 (J326-z107) £§B*6©:P$ J 

(b4) 13^#^ : 7 (J344-z107) lZ%d,m<D7 $ J 

(b5) IB?y#^:21 (J232—G4h) £§B*6©:P$ J 

(b6) 13^#^ : 22 (J259-z107) lZ%d,m<D7 $ J 
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(b7)  gOli# 1-41  : 23 (J300-z107) 	6:.-_,ENC,o7z ingMEN75\ 6 tszth`,12tql$14 

, 

(b8)  gaM# 1-41  : 24 (J327-z107) t:.-_,Eili,a) 7 z iRgoi75\ 6 tszti--v1*Ht14 

, 

(b9)  gOli# 1-41  : 25 (J327-z119) 	t:.-_,Eili, 0)7 Z i Rgog75\ 6 tszti--v1*Ht14 

, 

(b10)  gOli# 1-41  : 26 (J339-z119) (ZENt,a) 7 Z i REM75` 61'S Z tAi2tql$14 

, 

(b11)  gaM# 1-41  : 27 (J346-z107) 6:.-_,ENC,o7z ingMEN75\ 6 tszth`,12tql$14 

, 

(b12)  gOli# 1-41  : 170 (J142-G4h) (ZENt,a) 7 Z i REM75` 61'S Z th`,12tql$14 

, 

(c1)  

(c2)  

(c3)  

(c4)  

(c5)  

(c6)  

(c7)  

(c8)  

(c9)  

(do) 

gOli# 1-41  : 8 (L2-k) (ZENt,a) 7 Z i REM75` 61'S Z th`,14K1-$14, 

gaM# 1-41  : 9 (L45-k) (ZENt,a) 7 Z i REM75` 61'S Z th`,14K1-$14, 

gaM# 1-41  : 28 (L248-k) (ZENt,a) 7 Z i REM75` 6 tc1N, Z th`,14K1-$14, 

gOli# 1-41  : 29 (L324-k) 	t:.-_,ENC,a) 7 Z i RgEN75\ 6 ts z th`,12tKL$14, 

gOli# 1-41  : 30 (L334-k) (ZENt,a) 7 Z i RgEN75\ 6 tszttAL$14, 

gOli# 1-41  : 31 	(L377-k) 	t:.-_,ENC,o7z ingMEN75\ 6 tSZt-ri,i2tK1-$14, 

gaM# 1-41  : 32 (L404-k) t:.= Eau) 7 z ingMEN75\ 6 tZt-ri,i2tK1-$14, 

gaM# 1-41  : 33 (L406-k) t:.-_,ENC,o7z ingMEN75\ 6 tszth`,14K1314, 

gog#24 : 34 (L408-k) t:.-_,Eili,o7z ingMEN75\ 6 tszth`,14K1314, 

gog#24 : 171 	(L180-k) t:.= Eau) 7 z ingMEN75\ 6 tszth`,14K1314. 

[0081] -,'_ 6 (,:.:*RIEIA 1, , 	M—ot ,) /7° 	Ke, 	±E (al) — (a14) okiNT41.75" 
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t1475\ 6 ts z _ffiIiAttt-r`vf* (4153-G4k/J232-G4h/L406-k) , 

(j) M-0)7J1') /' .7° 	K751EN*1-4 : 13r.-_E 	i RAEM75\ 6 tszid 

0, m=p7J-; 1) / ..7° 	K 751e,m#24 : 22r.:Eiia) 7 Z i MEM 75\ 6 ts z 1-104 8 

ck -OM E am; 1) ,..7° 	K Lmn am; 1) ,..7° 	K751e,m#24 : 29(ZENi,0)#AL 

075\ 6 ts z 	M  1i A ft tvf* (Q354-z1 06/J259-z1 07/L324-k) , 

(k) —0)t')M 	.7° 	K751EM*1-41  : 14r.:EA10) 7 Z i REM 75\ 6 tSZH 

0, m=p7J-; 1) / ..7° 	K 751e,m#24 : 21 (ZENC,O) 7 Z i MEM 75\ 6 ts z1-108 

ckveMEot 1) 	7° 	K L MIEICAt 1 ) 	7° 	K 751e,M# 1-41  : 336.-..ENC0AAL 

ti475\ 6 tSZ -**Attf-r`LI4c (Q360-G4k/J232-G4h/L406-k) , 

( 0 	M-0)7 ') 	.7° 	K751EM*-'41  : 15(ZEi1i3O) 7 Z i REM 75\ 6 tSZH 

0, m=p7J-; 1) / ..7° 	K 751e,m#24 : 23(ZENC,0) 7 Z i MEM 75\ 6 ts z1-108 

ct r5ME am; 1) ,..7° 	KLmnam-; 1) ,..7° 	K egam#24 : 30r.-_E  

11475\ 6 tSZ -wtiAttt-A14K (Q360-z11 8/J300-z1 07/L334-k) , 

(m) 	—0)t')M 	.7° 	K751EM*1-41  : 16(ZEili3O 7 Z i REM 75\ 6 tSZH 

0, m=p7J-; 1) / ..7° 	K 751e,m#24 : 21 (ZENC,O) 7 Z i MEM 75\ 6 ts z1-108 

ck veME am; 1) ,..7° 	KLgnot 1) ,..7° 	K751e,m#24 : 28(Z2a0MAL 

WO 2012/067176 58 PCT/JP2011/076486 

(Q64-z7/J344-z107/L406-k) N 

(g) : ]UZtm<D7$J 

W>—©'J ^ 7° K : 4tCHE®6®77$y 
£ X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K BB?y #^§ 

(Q85—G4k/J268—G4h/L406—k) N 

(h) K^IB^y#^ : 1HZB3m(D7$ S 
IHN W>—(D7t\ 'J ^7°51 K^IB^y#^ : 5tCHE®6®77$y 
J: X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K 

(Q85—G4k/J321 —G4h/L334—k) N 

(i) K^iB^y#^: mz$miv>7$; 
IHN W>—(D7t\ 'J ^ 7°51 K^IB^yii"^" : 21 tCHES© I7 $ J 
& X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K BB?y 

(Q153-G4k/J232-G4h/L406-k) N 

(j) K^IB^y#^ : 13K§E*60)T$y 

W>—(D~$> 'J /^7°51 K^IB^y#^ : 22tCHES©77 $ J 
& X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K BB?y 

II £ ̂ -g) (Q354—z106/J259—z107/L324—k) 

(k) KtfBB?y#^ : 14lZB3m(D7$ S 
W>—(D~$> 'J ^7°51 K^IB^yii"^" : 21 tCHES©I7 $. J 

& X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K BB?y 

(Q360—G4k/J232—G4h/L406—k) N 

(L) K^IB^y#^ : 15lZB3m(D7$ S 
IHN W>—(Dzf\ 'J /^7°51 KtfBB?y#^ : 23tCHES©77 $ y 
J: X?M = (D *° 'J ^ 7°^ K £ m m (D 'J ^ 7°^ K ^'SS^S^ 

(Q360—z 118/J300—z 107/L334—k) 

(m) M—(Dsft 'J ^ 7°51 K^IB^yS"^* : 16HB®J6C75 "T7 J 

W>—(D~$> 'J ^7°51 K^IB^yS"^* : 21 tCHES©I7 $ J 

KtiH©^0|J^7°f K^IB^yS 

iN £>&•?> HlKfc 

33tCHES©^®L 

iN 

30tCHES©^®L 

|N £>&•?> HlKfc 

33tCHES©^®L 

|N £> 

29k|Ei6©W®L 

|N £>&•?> HlKfc 

33tCHES©^®L 

|N £> 

30tCHES©^®L 

|N £>&•?> HlKfc 

28k|Ei6©W®L 
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th 75\ 6 ts z 	si4p  it apt (Q405-G4k/J232-G4h/L248-k) , 

(n) 	M— a)7J1,), 7° 	K751e,M*-'4 : 17t::_gaili,a) 7 --.Z i REM75` 6 44: Z H 

t14, m=p7J-; ')'.7° 3K751e,m#24 : 27 (ZENC,O) 7 Z i MEN 75\ 6 ts zElt148 

ct r5M E am; 1) ,..7° 	KLmnam-; ')'.7° 	K egam#24 : 34(ZEa0)#AL 

$1475\ 6 ts z _ffiliAftti-i/f7t (Q458-z106/J346-z107/L408-k) , 

(0) 	—0)t')M 	.7° 	Kege,M# 1-41  : 18(ZEgo0) 7 Z i REM 13\ 6 tSZH 

t14, m=p7J-; ')'.7° 3K751e,m#24 : 25(ZENC,0) 7 Z i MEN 75\ 6 ts zElt148 

ct veMEa)7J-; ')'.7° 	K L gn a) 7j-; ')'.7° 	K egam# 24 : 30 r.-_,Ea0MAL 

tI4 75 \ 6 is z 	M !ti A ft ti-if7t (Q460-z121/J327-z119/L334-k) , 

(0) 	—0)t')M 	.7° 	Kege,M# 1-41  : 19(ZEgo0) 7 Z i REM /3\ 6 ts Z H 

ft M=D7jt 1) 	7° 3 KegaM# 1-41  : 24r.: EBNi,a) 7 -.Z i MEN 75\ 6 td: Z HO 8 

ct VeME0)7Jt 1) l' '7c' 	KLmn am; ')'.7° 	K egam#24 : 30(ZEa0)#AL 

075\ 6 tSZ -ffiliAtttiL14 (Q499-z 1 18/J327-z107/L334-k) , 

(q) M-0)7 1) '' .7° 	KegUil#1-41  : 1 9t:.-_,Eaa) 7 Z i REM /3\ 6 ts z H 

t14, m=p7J-; ')'.7° 3K751e,m#24 : 24(ZEiia) 7 Z i MEN 75\ 6 ts z Fa 8 

ct veMEam; 1) ,..7° 	K L mnam; 1) ,..7° 	Kegam#24 : 31 t:.-_,Eaa)AAL 

t1475\ 6 tSZ -ffiliAtttiL14 (Q499-z 1 18/J327-z107/L377-k) , 

(r) M-0)7J1 ') 1' .7° 	Kege,M*'-4 : 1n.-_,Eao7z i RAEMIJN 6 tszid 

t14, m=p7J-; ')'.7° 3K751e,m#24 : 27 (ZENC,O) 7 Z i MEN 75\ 6 ts zElt148 

ck veMEam; ')'.7° 	K L 	nam; ')'.7° 	K751e,m# 24 : 28(zgaNC,0)AL 

ti4 75 \ 6 ts z 	a  *A ft fi-i, 14c (Q499-z118/J346-z107/L248-k) , 

(s) M-0)7J1 ') 	.7° 	Kege,M# 1-41  : 20(ZEgo0) 7 Z i REM /3\ 6 44: Z H 

t14, M=D7j-; ')'.7° 	K egam# 24 : 25 Vz_ENC,O) 7 Z i MEN 75\ 6 ts zElt148 

ct r5ME am; 1) ,..7° 	KLmnam-; ')'.7° 	K egam#24 : 32i:.= Ea0)#AL 

$1475\ 6 ts z _ffiliAftti-i/f4 	(Q499-z121/J327-z119/L404-k) , 

(t) —0)t')M 	.7° 	Kege,M# 1-41  : 20(ZEgo0) 7 Z i REM /3\ 6 tSZ H 

t14, M=D7j-; ')'.7° 	K egam# 24 : 26 Vz_ENC,O) 7 Z i MEN 75\ 6 ts zElt148 

ct veME am; 1) ,..7° 	K L gn a) 7j-; ')'.7° 	K egam#24 : 31 tz_Ea0MAL 

WO 2012/067176 59 PCT/JP2011/076486 

(Q405-G4k/J232-G4h/L248-k) N 

(n) : 17K§E*6< 

W>—(D~$> 'J ^K : 27tCHES©I7 $ J 
<£ X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K BB?y 

II b &£ (Q458—z106/J346—z107/L408—k) 

(o) W>—(D~$> 'J /^7°51 K^IB^#^ : 18HES©/7 $ y 

CD/ft 'J /^7°51 : 25tCHE®6©77 $ 7 

Mfr b t£ Z> (Q460—z 121 /J327—z 119/L334-k) 

(p) W>—(Dsft 'J ^ 7°51 K^IB^yS"^* : 19tCHE®6© I7 $ J 
W>—(D~$> 'J /^7°51 : 24tCHE®6©77 $ J 

& X?M = (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K BB?y #^§ 

(Q499—z 118/J327—z 107/L334—k) 

(q) W>—(D~$> 'J ^7°51 K^IB^yS"^* : 19HB®J6C75"T7 J 

IHN W>—(DZf\ 'J /^7°51 : 24tCHE®6©77 $ J 
& x?n=(D *° 'j * 7°^ K ^ m m o *° 'j * 7°^ K ^wyg^ 

(Q499—z 118/J327—z 107/L377—k) 

(r) KtfBB?y#^ : 19lZB3m(D7$ S 
W>—(D~$> 'J ^7°51 K^IB^y#^ : 27tCHE®6©T7 $ y 

<£ t/f§H (D *° 'J ^ 7°^ K £ m m (D *° 'J ^ 7°^ K 

(Q499—z 118/J346—z 107/L248—k) 

(s) W>—(D~$> 'J /^7°51 K^IB^#^ : 20tCHE®6©77 $ 7 

W>—(D~$> 'J /^7°51 : 25tCHE®6©77 $ 7 
J: X?M = (D *° 'J ^ 7°^ K £ f§ m (D *° 'J ^ 7°^ K 

Mfr % & £ (Q499—z 121 /J327—z 119/L404-k) 

(t) K^IB^y#^ : 20k|Ei6©77$ J 
IHN W>—(DzK 'J /^7°51 KtfBB?y#^ : 26tCHES©77 $ y 

KtiH©^0|J^7°f K^IB^yS 

|N 

34^|Ei6©W®L 

|N *ot£& HlKfc 

30tCHES©^®L 

|N *ot£& HlKfc 

30tCHES©^®L 

|N *ot£& HlKfc 

3HC|Ei60)W®L 

|N *ot£& HlKfc 

28k|Ei6©W®L 

|N *ot£& HlKfc 

32^|Ei6©W®L 

|N *ot£& HlKfc 

3HC|Ei60)W®L 
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$1475\ 6 tci: Z =ffiliAtt  ttvi* (Q499-z121/J339-z119/L377-k) , 

(u) 	M—ot i) ,.7° 	K egog# 24 : 12(ZENZ0) 7 --.Z i RgEMIJN 6 tszH 

$14, m=0)t')'.7° 	Kegog#24 : 170(zgaili,07-Z i RgEN75\ 6 I'S Z Ht14 

8 ck VeME0D7J1 ') /7° 	K L Mna)7J1 ') /'•7° 	K75101J*14 : 171V:2$-1'40A 

A L $14 75 \ 6 ts Z = M  li A ft ttvf2tK (Q153-G4k/J142-G4h/L180-k) o  

[00861 *ft IE91 a) ttvf* 1, , "ileL -  Z ttvf* VI t 	Z UN A'D:rg t 	Z ki N 	It-TMU.-.. 

ct t) • 	7 Z i 	gEN, 3 12, 	'al.'ARt8,1$1410,T,-\'DffOlts Ls e A ts (,) 14' 

Z. 	Lb" Ltse6, 1464-Ltct-Al2tKe, *RIE1J]0)tr-v12tKLIp7 	0AiL,-co 

ZFIU,), *RHAt:.-..aV-LZ. INAJS, *RIEIA0Dttv12tKUVANIN, IN AiSMA 

M----eftIR -,3_ -ft tc: t'i' -a, *0)ti-i/f2tKa)7 Z JOHEN0NVAT.-..)< 	7J-= 	Ra7` 

11-)Wstt.Z. *ftlE9loti--Atz: a) ct -') tstr-At 8A1-Z. 

[0087] *ft BAC) =ffiliAtttv14K l,  	4i:.= Oli o) 	t:.-.. ct (,),t1 3zz: L eui g 

---eZ o  

IN A_ tS, 	14'6 tat ti-T,F. IX/F. I Xattv1* 	Z1,\ tttLF. X ttlAK a) gaN 	a6:.-_, 

tt:.-..%0DittiRmaitzA.t-AlirdcEilkiN --cfm2tK4/F2ii - z a.- LeviR-eZc. 

14KOigiz6, 	ttLF. IX/F. IXattv14Z l,\ i,  ttL F . X ttlAK a) gaN 	a 6:.-  #n1* 	a — K - 

Z7J1 ,) 	1.7J- KV*1.„ 	a.' 41.5t1R,/ ,9i—le:.-..4.A I., tz-_1 . 	LA 	tcag 

tUNTRIR-,3_ .-tttack 0 (RAJ'S, Co, 	M. 	S. 	et al., 	J. 	Immuno l. 	(1994 

) 	152, 	2968-2976 	; 	Better, 	M. 	and Horwitz, 	A. 	H., 	Methods Enzymo l. 	(1 

989) 	178, 	476-496 	; 	Pluckthun, 	A. 	and Sker ra, 	A., 	Methods Enzymo l. 	(1 

989) 	178, 	497-515 	; 	Lamoyi, 	E., 	Methods Enzymo l. 	(1986) 	121, 	652-663 

[0088] 

; 	Rousseaux, 	J. 	et 	al. , 	Methods Enzymo l. 	(1986) 	121, 	663-669 	; 	Bird, 

R. 	E. 	and Walker, 	B. 	W. , 	Trends 	Bi otechno l. 	(1991) 	9, 	132-13701E1) 	c, 

9' —1011.1L 1, --C- 1,, 	M13 	,91—, 	pUC., 	,91—, 	pBR322, 	pB luesc 

r i pt, 	pCR-Scr i pttS Lsells 641.Z. 	etc, 	cDNAC)Itl1=1—= 	t)Jt) 

ffl 1, 	IA rvgL I., tctga, 	±,1E, 	,'—mitt:, 	INA.tS, 	pGEM-T, 	pDIRECT, 	pT 

7tSEet1641.Z. *RIEIJ]a)t-A14Ktra - ZIAO/gt:.-..8o-c5i—q),11 - 

zt'i'at:t. 	lit:, 	ftIR. 	'9' —7YVE11 --eZ. ftIR. 	5' —L 1_, -ct, 	IN 

WO 2012/067176 60 PCT/JP2011/076486 

(Q499—z 121/J339—z 119/L377—k) N 

(u) K^IB^US^ : mzmmv>7$ 
Ms KtfBB?y#^ : wizsamwrs. 
&£t?M=(D7t-sij'<7°?- K^iB^y#^ = nuztmon 

(Q153-G4k/J142—G4h/L 180-k) 0 

[0086] 

^Us y@t@s^ys ym 

SPSU, *f%mz.$£nz0 mfcMf 
mxm^-etcm^ *&mKW(D7$jmmmikmiz*i-^-ym£i? 

[0087] *mm-m*mmKmz^m%iz&%i(Dj5mz& vm&t & z tftvim 
X&Zo 

mbntcmAV^AMKWh^m^.mwmm^mz, 
%ztftvimx&z>0 m 

tTOcte, tftF. IX/F. Kf 
£*ou -*o \y^^- K£*itgu ^&7s 

"tttlti'ctlN ($iJ^Ji\ Co, M. S. et aL., J. ImmunoL. (1994 

) 152, 2968-2976 ; Better, M. and Horwitz, A. H., Methods EnzymoL. (1 

989) 178, 476-496 ; PLuckthun, A. and Skerra, A., Methods EnzymoL. (1 

989) 178, 497-515 ; Lamoyi, E., Methods EnzymoL. (1986) 121, 652-663 

; Rousseaux, J. et aL., Methods EnzymoL. (1986) 121, 663-669 ; Bird, 

R. E. and WaLker, B. W., Trends BiotechnoL. (1991) 9, 132-137#BS) 0 

[0088] s<?$-(Dmt LX&s M13^^-s pUC^?*-, pBR322% pBLuesc 

riptN pCR-Scr ipt& £>tl£0 £tcs cDNACD-t 9 • — — > 0\ W lJ 

tUL^S^tLtcm^s ±l^0 9~(Dmz, pGEM-T, pDIRECT, pT 
7 ft Zlifmf btlZo smzts^x* <7*-%&mt 
zm-siztt, mz, %i%s<05>—t?mmxfoz>o m^tt-tixiz, m 
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A.tS, MEA---eoftIRIAO'gL Ltcts-at, 	.9, -emii-m----ettliig-,35 4-t,z 

ct -3 WtiltMti-Da75\t:.-_, :rgtJM1 09, DH5a, HB101, XL1-BluetSEO)Mg 

ffiL Lk- ta-at:80-ct, MEA---e5thSct <RIR--ez,t -',1-s7c=1-9i— 

, INAJS, 	lacZ7°1=I 	—51 — (Ward 6, 	Nature (1989) 341, 	544-546 ; FASEB 

J. 	(1992) 6, 	2422-2427) , 	araB7c =1-91 — 	(Better 6, 	Science (1988) 

	

240, 	1041-1043) , 	V-z-_- 1, T7 .7°1=1-9'-1:4:Eti-D -C1,\Za.' L75q --Cs 

	

z,:, 	z.:ock -37`s — LL--(1, 	±,!,E'9' —01tt:.-_pGEX-5X-1 	(7 7 )1, 

7:> -Tit0 , 	[QlAexpress system] 	(*Tilt 	_Ikn , 	pEGFP, 	7-z-_- (,pET(L.' 

otga, Vgt 1, T7 RNA7J1') )< 7 --L 	ftIR, L-c kiN ZBL21 ePT 	LkiN)fsEe 

t1 641.z. 

[0089] etc, RI R 7'7 	Z Ka), 	'91 -6:=6, ti-i,14K3140)tc_- 6/3 0) -/l/gOile 

A-V-L-C1X-Ct o1Z 	o ttL I* 314 a) tc 6e5 a) 	t )1/ gEML L -ct, M'AM-a) 

I)7°7Z.Lxt:.-.At-,3_ -ftzts-a, 	pel13:> 	J-Jl/gOli 	(Lei, 	S. 	P. 	et at. J. 	Bac 

ter iol. 	(1987) 	169, 	4379) 	iEilvi-t,tsct 00  VgtUJEJNo), 	g-0)4 

At , INAJSZIEt )1/ 	AI, it, 	I- i=i7J1i. — 	51C,110 --Cff -) z: 

[0090] M'A'ffii-;01-(zt, INAJS, *ftqlot-A14K4.'ztcoba) 	5' —L LT' 

(,. [OLEYttElEA0RIR. 	'9' — MA_ tS, pcDNA3 (-f 	E ',mit 	#,TO 

Ab, 	pEF-BOS 	(Nucleic Acids. 	Res. 1990, 	18(17), p5322), 	pEF, 	pCDM8) 	, 	rb' 

,VJEJNEIEAC)ftIR, 	,9' — 	(R 	6S [Bac-to-BAC baculovai rus expression 

system] 	(*IBRL&I) , pBacPAK8) , $111tElEAORTR, 	q — (RAA,SpM 

H1, 	pMH2) , 	rttr, 4 /l/lElEAC)RIR, 1—  (R 	6S, 	pHSV, 	pMV, 	pAdexL 

cw) , 	1, H=I r, -f Jl/lE1E10)5tIR, 	fJ 	1 — 	(RAJ'S, 	pZlPneo) , 	file FLAa) 

foR, 	g—  (INAA,S, 	[Pichia Expression Kit] 	(-( 	E 	1=lit 2in , 

pNV11, SP-Q01) , *ttaElEAORTR, 	,9I— (RAJS, pPL608, pKTH50) e 

 	tIsi.,A-Lzo 

[0091] CHOWEJN, COSWEJN, NIH3T3VIEJNO)RIMENEJNTORIR 	IA O'g L L, tc ts a 6:. 

6, 	RIR:7°7 Z Z K a), 	,9' —75q111N--eft1R-,3_ -ft ztc: 673 6:.-..057`s7°1=1 	— 

WO 2012/067176 61 PCT/JP2011/076486 

X&s MmmX(D%l%%:^t Ltctmn&s 

Ts±^JM109, DH5a% HB101, XL1-BLue&£©*jI 

mt Ltd±WmX®)^& <%i%X^ Z> -

s lacZT/p^E-*- (Ward£>, Nature (1989) 341, 544-546 ; FASEB 

J. (1992) 6, 2422-2427) N araBT/p^E-*- (Better£, Science (1988) 

240, 1041-1043) N if^kX 

foZ>0 d 0 ct 9 9 $> — t. L T teu ±15^47 *—©ffelCpGEX-5X-1 (77ib 
~?i/7Wk) - TQIAexpress systemj (%-TfyWk) % pEGFP, j£/ctipET(Zl 

©*§£\ 7s±&T7 RNAtf'J p<^--tz^^iiLTlN^BL21^fS 

libt150 

[0089] ^iE70;7X $ KCD^^7 9 — tCtis tfLWfr/'j&O)tztfbCDis 

#£*iT^Tt><U\ foWft&(0tzito<n*/V1-)\,WM£.LT\&s M§m(D^ 

'J XJ±lZ0£tzi±&iMl=]S peLBS/^^JHB^!] (Lei, S. P. et aL J. Bac 

teriol. (1987) 169, 4379) -0® 

Atis M7Ll£Mt±))l'isrySpjtfl^ —*>a 

tifX^Z o 

[0090] mti\ LT 

^ (mti\ PCDNA3 (4y\dVufy#m 

pEF-BOS (Nucleic Acids. Res.1990, 18(17), p5322)% pEF% pCDM8) N m 

*9 — (^Ij^-ti TBac-to-BAC bacuLovairus expression 

systemj (^7"=l BRL§^) N PBacPAK8) N - (0IJa.tfpM 

HK pMH2) N (0Utf, pHSV, pMV, pAdexL 

cw) N b hP^-NUXfi^Cftfgii^^- (^lJxti\ pZIPneo) N 

— ($lJ^Ji\ TPichia Expression KitJ (•< > tf h P fyWk) -

pNV1U SP-Q01) N ~ (00*.^ pPL608% pKTH50) if 

150 

[0091] CHOM, cosmm> nmismrnmommrnxomfizmit Ltcm&iz 
tis fgii7°^X$ K0^^-MMTfgii3-&£/ctf)tC{ft^&7oP;E-
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51—, 	INAJSSV407°1=1-9'— 	(Mulligan6, 	Nature (1979) 277, 	108) , 	M 

MLV-LTR7c =1—q—, 	EF1a7°1=1-91 — (Mizushimat, 	Nucleic Acids Re 

s. (1990) 	18, 	5322) , 	CM1/ 7°1=1-91 -1'SEti-D -COZZ_'.L75 - T 

t') , VIINO)fMiitl 	iii 	Z tc 673 OMR 	(RAJ'S, MALI (N7J-7-r:> 

G418fSE) 	t:.-_,t t') " LIMZ 	Z ct '') tS,MAIJEttitiR) 	-4-t.6S-:5 6 t:.= 

PTA L 00 	Z: 0 ct -3 Wtii[t — Zi 	'91  — L 1_,-C 1,, IN A.tS, 	pMAM, 	pDR2 

, pBK-RSV, 	pBK-CMV, 	pOPRSV, 	p01313tsEe6f641,Z0  

[0092] :5 6t:, itiRktlYgt:.-..f0R,-;5 -ft, i`-D, NlijMTODitfROD 	E—N 

otrl1/21 	IA OigL -zta-at:.-_(,, TAR-aMIMVA LttcH0ujiN6:.-_--4-LvRA 

ZDHFR311 -Z1 '91— 	(R 	6S, 	pSV2-dhfr 	( [Molecular Clonin 

g 2nd edition] 	Cold Spring Harbor 	Laboratory Press, 	(1989)) 	1-SE) 

4AL,, 	)( I,  I,  V*-t —1, 	(MTX) 	t:.-..ct tJtiliNI:35 -ftZ5let1641., 	etc, 

it 1R0)—ittta)ftIR. 	IA 01gL 	Zt'i-at:.=.t, 5V40 Tfi-Vg 	ftTRA-ZitiR 

.t,12tK_E t:.= ti "D COS WiN 	fEll 1,v-CSV40 19)4-11EAti-D i 	'91-  (PCM E 

) T):Miit11-Z5175'tf64-LZ,:, 41.1MAL l,---Ct, etc, 711') t - 

7r, 4 )1/. 	7 5 j r, -I )1/. 	r,:>/E1=1-7r, 4 )1/ 	(BPV) 	19)1E1EA0t, 

oCEI1ozz.:LtT,Z0 -,3_ 6 V:, MIKIlliNTit 'fR 	aE—Rtgoptca73 

ftIR,/'-1, 314tR7—t —L LZ, 7-1 ZI 	''):>K17J7i7— 

"ff (APH) raiR. 	Z 	J 	J---ff (TK) it 4R, M'A'ffi*It -7= 

J7J*I) t:>)1/ 1-7 J Z 7i7--ff (Ecogpt) ittfR, :'JL Kl=a1MT-c 

EF1A (dhfr) ittfR -A-tiNa'.L7Y--e,Z,:, 

[0093] 	a' tt.t:.:. ct t) 14' 6 tt.tc*ft 13/1 a) tivf* 1, , 	VgINIIiM 	tc tOHIliNA (±3,,Eittcl: E 

) 13`6*-Al 1,, -AV O'g t:304-6 TV=J — tStivf* L 1, --Clitl' 	Z a L e 	(' 	Z 0 trE 

14K073AtE, alU, iCA07tiv12tKO7 CIre1 lEll tq't.--C 0 Z3AtE, al.1 51q 

JE11 -4-LtSct <, q6FIT7f:354-LZta)TtV'SkiNc. RAJ'S, 	1=17 177-f — 

t71A, 7 4 )1/51—, FRMEA, iti*, gWAIR, gPItEliffl„4i8, 	,KuA 

a, sps-t i) 7 	I))1/ 77 Z Kit/l/Mhdt, 	 :Awl:t0h<EJ51, Mh, Mii 

REI'ILASTILttR, 	 #n1 	alz,-zz:Le--eZc. 
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9—s $IJPU£SV407OP^-^- (Mulligan^, Nature (1979) 111, 108) N M 

MLV-LTR7°P ^E— $ —% EF1 a 7°P :E~ *9 — (Mi zushima£>, Nucleic Acids Re 

s. (1990) 18, 5322) N CMV7°P^-^-&£'£^TIN£ £ £ 

x G418&£) tcj;yz^tn&tsibiz 
pMAM% pDR2 

N pBK-RSV% pBK-CMV% pOPRSV, pOP13&£ftfPtfbtl&0 

[0092] 1*1 s 

(DmrnzsMttzi§i=rtc^ mt^m.^^rnLtczwmmztti^m^ 
f^DHFRit$>~ (011*.^ pSV2-dhf r ( TMolecular Clonin 

g 2nd edition] Cold Spring Harbor Laboratory Press, (1989)) &<Jf) £ 

#AU p<KKb^-tz-K (MTX) tc<fc ttc, 

SV40 
*9 — (pcD&£f 

) LTtt, %tc, 

-FTJO'OI'ZS 4 JIZ (BPV) 
$bizs ^-mn^o)tctt> 

> LT, J V1) =^> K h7>X7i7-

M (APH) (TK) Mm^y^yfy-
yfoXfr 'J h7>X7i7 — "tz (Ecogpt) mfe-fs V t: K P 
mm (dhfr) 

[0093] (i&ife&if 
) frP>i£|tu LTmmt&ZtifX^&o #L 

0113.lis ^P7h^77-f" 
7-rmm, 

SDS-*°>j TO IJJU7$ wjumMfoMhs ^n&nmp*mtffs 

H1#^JSI:®R mmtzztftx^zo 
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[0094] f7 1=1 7 I- 	‘7., 4 —L L --(1, , IN AiS 7 7 4 =5- 4 — 	1=1 7 l' 7 7 4 — 

. 	-( 7J- 	3`P, 	I=17 17 4 —, 	R7.1<ft1=1777 4 —, 	J72)14238, 

31$1 	1=17 l'77 4 —, PAZ 	1=17 l' 7 7 4 —el,164-t.Z (Strate9 

ies for 	Protein Purification and Characterization: 	A Laboratory Cours 

e Manual. 	Ed Daniel R. 	Marshak et al., 	Cold Spring Harbor 	Laboratory 

Press, 	1996) 0 	L.' 4'1,60)fJ 1=17 l'77 4 —6, 	'ff-YM1=17177-1—, 

IN A_ tSHPLC, FPLCO)a$H 	Q7 I- 	7 7 4 — 	PI 0 --Cff -3 a' LeT ,Z,, 

77 4  =5- 4 —1=17  1`77-1— t:-PIOZt7AL l.,-Ct, Protein At7 

L, Protein Gt71xeti6t1.Z. RAJ'S, Protein ACEIlliNtct7ALL 

-r, 	Hyper D, 	POROS, 	Sepharose FF 	(GE Amersham Biosciences) 	7136f6 

tt.Z. *RIElAt, 	L'41.60Ait2'z1 510E110, Afttat-titql.tctiv12tKtag 

Zo  

[0095] 141  6 4-td-cf-Al2tKt, 	t',J— t:.-.. 	-cal, 	z a.' LeT ,Z,, tAl2tKa)31411, 	M-til,  

Ag'ION.IEINTIJM3541.--COZ3AtE, a2''511E11 -41.65,t1iN0 INAJS7 

74=5- 4 — 1=17 l'77-1- 191=17 l'774 —t71A, 	74/1/51 

—, FRA-2318, it*, Mh, SDS711') 7-1 	'))1/ 77 -Z Kit)val:Whdt,  	:Awl.' 

tOh<EJ 	AZ/UR, cat}- '1.6s, ti-L123A1, M2'1 Z z: L eT 	Z (Ant i 

bodies 	: 	A Laboratory Manual.. 	Ed Harlow and David Lane, 	Cold Spring H 

arbor Laboratory, 	1988)e, 	L'41.66:.-..F.LTiftq'tZt0Y-e6V:4:00 	774=5- 

4 —1=17  I- 	‘77 -1 — t:-PIOZt7AL l., --0, Protein At711, Protei 

n Gt7ixtSEe6f641"Z0 

[0096] *RH)] t:.-.1-30.zf-r-vptKoi -DolkeL 1,--C6, Arc 	F. VIIIita -Z1) 

a Lb\ 6, *ftqlotr-vf2tKt, AM t 	0`)3t,ht (AR) 1E-F6:=E t 	Z 

ArC,:.-.141,-C, 	')-̀ thfcl:MAIJLI-szz:L011J471-1/43stt.zo ±,EAAL l/r, INA. 

tS, 	ffin, 	fflita ,f*A;f:,„ 	t 1_,< 1,fflitat:.-.1dt -zA,,f,tizz_.-  Le 

--e,Z0 	lit:.-.., 	F. VIII/F. VIIIa0R-CCIVF- tA6::_ct -D -cfflitaxg1- 1 

Ez_' -, EIMM:3-,11-zif_tt.tc8*503MeA.64-t.zo 	 o) -3  

t, ATta)F. VIII/F. VIIIaAgii—F 	tctrAt:.-..ct Z ffl111:1A*ft 	1 _q_d 
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[0094] 0 P7 4 ~t LTteU MPLI£7 7 -f 4 ~0 P7 V^=y~? 4 — 

s P7 < —N 4r;U;tii, 

^@47 P7 -T —N P&#^7 P7 -f —£tl£> (Strateg 

ies for Protein Purification and Characterization: A Laboratory Cours 

e Manual. Ed Daniel R. Marshak et al., Cold Spring Harbor Laboratory 

Press, 1996) 0 £ tl£>©£ P"7 S ^ 7 < —teU Sfi^P7h V=?H—s 

0!la.l£HPLCN FPLC^®M47PV S ^7 

77-f h?'^7 -f LTteU Protein A*J7 

A% Protein G^J "y Ixifmi<btl§c Protein A£^|"y A t L 

T, Hyper D, POROS, Sepharose FF (GE Amersham Biosciences) 

ti£0 i^Jt^ii^ti/cJ/Efrt^t" 

§ o 

[0095] i%—lz^T:MWktZ)Zt1f'T:^Z)o UtiSUi 

7 -f — T- -f — 47 P V h 7 -f —^(OC P7h 7 < — ^ A% 7 < JU-57 

-s ^;Ji^ ^ SDS*°'J7?UJU7$ ^£1: 

£I£"t*tU2\ (Anti­

bodies : A Laboratory Manual. Ed Harlow and David Lane, Cold Spring H 

arbor Laboratory, 1988)^\ Z tl <b ICPJI/E!;* tl£ t ®Tt£ 77^—y-

-f — 0 P7 h 7 -f — £ LXtis Protein A^J "y AS Protei 

n G^D =jA&£TA^tf £>tl£0 

[0096] LTttu MH^F.VIII^^-r^^t^ 

iia?©istt (ati) ^Ticj&H-ra 
&mizMLTs mfotaMMttazzttfMft-ZtiZo ±IE^^LT, MTL 

l£s uiilflU i L < titHifil l/Zj& Elf's) Z tif 

T?$£o F. VIII/F. VinaOmm&T^kmz* o 

Set, 
^ ©F. VIII/F. VIIIamm&TStctekmz&Z 
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Zi. 	. IIIMAPit:M- ZiEtt.tc:8*ALILI-SZ a' L e It 4 -1 /435 tt. Z . 

[0097] *RIEIJITt, 	*RIEIJI t:.-_,ENCOttL1443,t VeV#0191,:_,E-74- -.35 tt.Z#E11 -A-V ( 

EM) *Mt 	#11#-Z0 IN A_ tS, *ft HA 0 ttiA2tK75q. IX t L, < 6 F. IXa, 8J 

X0717 	F. viii07*4-M - Zt-ri14K6, INAJS, 	ffin, 	fflita 

'f*',A,, 	t 1, < (, ffifillt:=Idt 	-ZA,a)fi8ctrie/tcW8otco-e5 

IDEATn (CM* 	1t) t I., < 6MALILi-sZ z: LegA471:354-LZ. 

[0098] *RIE1116:.-..8o-C, 	ffin, 	fflital*')!I't, 	t I., < 6fflita6:.-..at 	-zA#,,L 

(,, 	PTA L < 6F. VIII8 ck rf/ 	tc: t3t,[tiE.on-Cyz 	Mviii t 	(F. VI IIa) 0) 

3tta)1E-Ftsol,1:.-..ct -D -Cfb-18,trf/tctAER -ZAt--eZ. z: 

a) ct -3 tsAt L i j  --c (,, IN Ais_hEaxtMfMA, F. VIII/F. VIIIat:3-,-11-Z 4 

L E,9' —effiN, 1_, -C 1,\ Z At, '1TftlliMA, 7 A-  J E/1/17 J Kfm 

ti Z (:: Le-  - 	Ze, 	j--. 41,6Att:lit::-$HR:3541.1-SAN. 

[0099] 1-€1.* 	tc 1, 1i 	IA 01g -C1111:5 tt.Z*RIE1)10trE1* 	')th3•L I., ---C -A-tiNEM 

*MItt, 	;051,:.:Ft‘ UT', 	- - 41.61,:.-.1,1- 1_, --C3tfttsiLAtsW4-41gt:.-_,E-g- . 

Z #E114K, P114K 	L ',g RI L -ctaLlin-z z: Le--e 	Z. INA.tS, 7 7.1KAbt±1 

ft±-119K ktAIJ, FitfOLI, RiEfilLAIJ (7 	a )1/E'D'3M). WE- AIJ ( ') 	R 

i 	ggi, 	L 	:')J, ita)VMOM) . 	fib NAIJ, YT-3tttAli (PEG, Twee 

n) , *1, 	1-Ali (EDTA) , AiaAM 	6iZ a L e"- 	Z. e tc, -- op 

1t,0)1E3207J1 ,) 	7° 	K , 	EIG*7)1.1z J, 	--ff7-\b,J7- '1=111) 

o_Tg.IEIN, 	‘1):- J, 	)1,,9, ..-z, 	77.7*, 	‘‘ )1,.9, ..-R, 	77. 

7*:/ m, )(7J-=, 77 /1/*= 	)3zt)e 1) 	07 Z JR, *8,1ave*gt, 

078,f,ffiAbg7.1KIElt, 	7J= 1- —JI/Ab V )1. E 1- —)1.0)8,f,77 /1/ 	—)1. -A-A, 

TO-Ct ct 00  3 #111 0)7.1<gff-Y L 	z *at:. (, INAJS±±1m171<, 1Kr, 

71,1-\b-t. 071t07 	RSA-tiNKA, IN AiS, D- V )1. E 1--)k., D-7 	) — 

, D-7 J= 1- —)1/, ±1It IF') r, IA etls 6 41., LA 	tsg/IPIEMALI, IN A_ a 

77)1.—)1. 	(i5i1-11/) , 	7J1') 7 ll. a —)1. 	(7°CI El. 	1) 	l —)I., 	PEG 

 	, 	4-r -r A-  J,htYT-3t,htALI 	(t ') N/J1.— 1-80, 	t ') V )1. 	— 1-20, 	t 1=1 

*+t7-188, HCO-50) 	L1 	Ell L, ---ct (too 	etc, tali* t:.-.. L 7)1,1=1=y— 
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c:ts ttazzt 
[0097] ( 

mm) ffif&ytlZmfctZo *fP£©ft<*tfF.IX=fc L<&F.IXa, fcj; 
r.vm<Dmm$:4$wt2>tiifote> HHIGI. HHIGI 

©ilp°p t, L< 

[0098] ^fgej^cfciNT, HHifli. diifti£#9gi§L t, L< 

SfS L< &F.VIII£J;tf/£fc&S1f<blM;j^^VIIIH?(F. Villa)® 

Slf ©<£"Fft^ L^^ltCct o Tfgj££ J;t//titzte&mt 2>Sit£>£0 d 

LTfciU m«±§E©lte#IAN F. VIII/F. Vllla^t"^ > 

if£c:£#-e$£-h\ ztibSEizfttcfym•&tift\>\ 
[0099] LT#frg££ 

mwmt;FtfflLxmmitt&zt^x$sQ M@TK^H 
EMSlk I£M±$iJ(:PX=uutf>gM§), MffiM ('J >11 

, ?x>gt k7fi?x ffe©#J»®S#) , IftjUSlk fmstesy (PEG, Twee 

n#) N ^b-h$lj (EDTA^) N S/c, t(D 

fl!!0l^?i0^ 'J ^7°^ K\ ifttff ̂ 1/7$ X 7" 'J > 

f©ISI^ yxj^^y, <f)\^^$yit, ?x/^ 

^IJ^.^^H#±M7KS 7' K0 

00*.^ D-VJUfh-Jk D-^yy-X 

\ D-v>-K-Jk J&fb:*-0!Ja.tf 

^JUP-JU (x^y-juH) N tfij 7)\sz\—j\s (7°P p-Jk PEG 

#) s (*°'J VJU^- K80, *°'J VJU^- K20, *°P 

^HtV-188, HCO-50) iMLTU^o mWlZtTllU-V-
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(hyaluronidase) 	;R-Eì -4-Zz.:.Lt:.-. -Dz, 	„ 1,) 7̀ ',4:',AE- )s -Ftk4-4-  

Za.'LtT:ffig--eZ 	(Expert Opin Drug Deliv. 	2007 Jul;4(4):427-40.) . 

[0100] t.,-_- , 	;05t:.-..Z1.;*ftlEqc)f-A1*7-( 	1:=1)J7 -t)t. 	(L Ki=1*)t.-t 

)1/ 1=1—, 	----,, 	ti)[)<it.)<,1))1/ggin4107-( 	i=iti-t)i.) 	tz.: 

VALtcuJ, 	1=1-(KK -",v52 ')/v)-5'-- .Lx ( 1)7j1v—A, 	-3-i)1.7z 

J.-.zi=i7i77, 74 	1=1,17)14) 	, tit-Tat/et/ t .7°-t)1.4) 

L- Z a.' L tirs,Z 	("Remington's Pharmaceutical Science 16th edition" 

, Oslo Ed. 	(1980)4V) . 	:5 6t:.-_, MAIJ4Ntto)37WAIJL -•63AtiJ 

-e (,), 	*feB)JoYi14Ktz.-..3LMEH Lf',4' z 	(Langer et al., 	J. Biomed. Mater. Res. 

15: 	267-277 	(1981); 	Langer, 	Chemtech. 	12: 	98-105 	(1982);*FI3,7 

73,919-14;VMlig,SW,M(EP)M58,481-q; Sidman et al., 	Biopolymers 2 

2: 	547-556 (1983) ; EPM133,988 1-4) . 

[0101] *RHAIDEEMMo7#9:4C, P.11,0MN, t9:4M, t 	10*12tK 

a,  ttorfit, A-VAIN-\)D3it'ffollk.4A-ftil.,-C, riM191,:.-..1,Ego7 

*1.1Mr...0.);LAr-ii -,3slata)--eZ75<, 	—fitilzA--elf, 	1Eitz-_- 9, 	0.1 

—2000 mgt 1 —N111“:3`4J—CrA'4-4-Z Z.: L 7VT 5.  Z. ct 9 41-I 	L < G0.2-10 

00 mg/Q, 	Tt::_ck 9 0 	L < CV). 5-500 mg/19, 	(:.-..,,k 9 PT 	L, < al-30 

0 mg/El, TG:.,:t 9 PTA L < a3-100 mg/El, At PT 	L < t5-50 mg/19 

e 	Z. Z:41.60#9'.4itt-ZooKmAb*m. tR-45Ats E I,: ck 9 gz.7EIA-  Z 

 	- e, 	-Z- e 	41.GSiLAtcl'AL-q-ii CLARilltR- Z z: Lei5J iC--e 	Z. 4'4141J 

rmt, #:,,,Za)8#24TIA4t:.-..Z12-ciLAAA'tl-Zz:LYPT 	L 00 

[0102] tt-*RIEI)Ja, *RIEI)J0g121K/ 	—K-MS,EZ,NdVADIt'tEkT:t- 

. 	7`z"--, *RPEJOitri* 	—1-3.21R-Z uNa4,ARitIR81#1 

5.—(z.41 31L7-)-, ittfRT8*.la--)L-LLtAA.,641.Z. f9:-q-ILL-ca, nak 

ed1-3Z.. KtL-.•Zil#V1.40)it,, 	,J7J-tv—A4t:.-AviT— -Z75N, 

1.1-1:04)i. —, 	7752)r,-f)1. 	—, 	74:,=7,,,f)i, 

—, 	7it'vr)-r)l.,,9i—, 	7752/,)-f)1/1344/7—, 	1-1VJ 

7—a71Pir, 4 )i. 	5' — L li-Cif01-ZiP (Adolph irr) 4 )1,i72) A 

WO 2012/067176 65 PCT/JP2011/076486 

if (hyaluronidase) y A^^£T:^x-§L~3~ 

?> Z. t: t RTtbT'S)?) (Expert Opin Drug Deliv. 2007 Ju L; 4(4): 427-40.) 0 

[0100] S/c, (t Ka + i/^fJUz 

;L/p-x, -tf^x tf'j 'JiUfllov-f <? p*i70-tzju) tc 
±tAL/cU, 3 P ̂  KK77 'JA'iJ-yXfA ('J*°7-As 

>^PX7i7, ?^Pi?Jkya>, -f y %\L=f- JkZfi~ 7 £ 7°iz;U^) 

Z:~§~hZ.i"£'$•?> ("Remington's Pharmaceutical Science 16th edition" 

, Oslo Ed. (1980)^#B£) o 3£IC% 

T'&y> Ll§£> (Langer et al., J. Biomed. Mater. Res. 

15: 267-277 (1981); Langer, Chemtech. 12: 98-105 (1982) 7 

73, 919^; (EP)|t58,481-^-; Sidman et al., Biopolymers 2 

2: 547-556 (1983) ;EPf§ 133, 988^) 0 

[0101] zmvmm, 
M, LT, ItiltfttctillgtfcD 

-mz±Ax&, is^y, 0.1 
-2000 rngZI-mmzftljT&^-t&Zt-tfX^Zo y L < t*0. 2-10 

00 mg/Bs WIZJ:V&£ b< l£0. 5-500 mg/0s EtCj; y £? £ U < &1-30 

0 mg/0N MtCJ:y$fS L< &3-100 mg/0N Jt=fc Sft L < &5~50 mg/0 

-efe^o y^ifc-ra 

[0102] Kf 

o S/cN P — Kt"'2)3a'fE:?^)'2) 

^-tCim^ nak 

ed7°^X$ KtC<££ltig&^(£>^ 'J tfV-A<§lZ/<'y >7—*>*>7't£1)\ 

0^-, ^>y f TTV HVJ^ 

(Adolph r^-f JUX^fy A 
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aj , 	CRC Press, 	Florid 	(1996)01E1 ) , 	V-z-_- (,, 	a 1=1-f Kt`LO)E- 

Xt1112tKt:.-A3M (W093/17706) 	L ---C4'4 -Zz:Le-- Z. 	Lb\ Ltse6, 

t 14Kit:.-.1-3o --Cti-NKeftIR:35 41., 	-t. 04lF17-Z- 	ZFR (,) ob\i-:Z51t:.-. 

ct (,J&64 L ---c t ct 00 	PT 	L < 6, 	ifAts4-r411=140,8. (11411Ri, 	likKci, 	1S 

F, )S1, IIMMi, '''LINKLMi, 	 Mtn 	L -CAM- 

AA, 	7-z-_- (,)1,1734,Itt`LiMi-S51 (irgeU.-..ck Z) , 	A'1344611-g411 

l',8•Ii -Z51) 	t:.-..ct (,)+3•I'Slie#9:4 -,3_g-t.Z0 	ex vivo6:.:80-C ') tV - 

A 	5 J Z 7 i 	:> 	J, t1IE-S)1 (*ilELI, 945, 0500 , 	tz-_-  6 r, 

-I 11/ 	),RL_MfillEll L-CEIVAININaveraffAMVet:.=.4'4 LT', gANINt 

t6:.-A4A -Z z: L (,:.= ct (,) *RIEIJIOttvf* 	- KZ3.111R#R'4 L-Ct ct 

00  MIR 	1-€1*--e (,, *RIE1A0Dttv42tK- 1 -ZII740311R11,11 -Z a.' 

L75 -iC--eV,), RAJ'S, 443L07Q1, Q31, Q64, Q85, Q153, Q354, Q360, Q4 

05, 	Q458, 	Q460, 	Q499, 	J232, 	J259, 	J268, 	J300, 	J321, 	J326, 	J327, 	J339 

, 	J344, 	J346, 	J142, 	L2, 	L45, 	L248, 	L324, 	L334, 	L377, 	L404, 	L406, 	L408 

, L18007CDR 	- K -ZikagEN -gtiNittfR751,164-t.Z0 

[0103] tc_- *RIEIA l, , *RIE1)10tAl2tKt L < tOMIt 	1'.4 -  ZI Its at,', fin 

, 	fflitag-3At, 	V-z-_- tfflitat::_at -ZAta)fi8ctrie/tz-_- ( -€1* - 

Ztz-_- 6/3051Plitt -Z0 tti12tKt L < tOMIta)#9:41, , INAJS, 44EEo)J  

511,:_ck(,) -41-0-Zz.:Le-- Zo 

[0104] -,35 6 t:.-.. *ft HA 1, , /P tc1N, < L t *ft 13)10ttvf* t L < l, MMtt 	A-V, ±J 

51t:JElloZtz-_- 6/30*v I- 	t'litt -Zo I,A*v I- tt, 	-t. a)it, 	AVM, 	AV 

t-F, 	M*0`gt:l-h'-s-,3_q-LZP112tK, 	77 )1/ -)14rM, 	**SM.', 	V-z-_- (, 11,1151 

ENC,Ltz-_- #17ThVivi)--:)L --C8<z.:Lt --e,Z0 

7-z-_- *ftli)]6, *RIEIJ]o)*WtiAtttiMii-at L < 6=ffi!tiAtttti12tK 

V-z-_- tOMIta), 	fflita, 	fflita1* -3Att L < tfflitat:.-..at 	-zA;f,a) 

fi8cktie/V-z-_- (i'MAIJa),11'11,:.-.1-30. ZIJEN:.-..134 -Zo 

V-z-_- *RIEIJ]t, 	fin, 	fflita1* -3Att L < 1, ffliat:.:Et 	ZAta)fi 

8 ck tie/ 	tai 	iixalEll a), *RIE1)10*WtiAtttiMiliat L < 6=*!tiA 

WO 2012/067176 66 PCT/JP2011/076486 

, CRC Press, Florid (1996)#B§) , tfctdu =IP>T 

XiSmz^m (WO93/17706^) 

ft tC 33 IN T 3 tl, t (D Wm £ $ & H lJ & J5)£ tC 

>g^(ttSjftl*U SfJ]£l*U j£ 

"K EaS&flHtl^ ?LMit!l*l, UJkA£tcttffifafa(Dm'$t%:1)-LT)±M 

, >EAS (n^mwiz^z) , 
E££^1~£;fr;£ll) tC<£ y+#&Mtf&-£3tl£>0 ex vivotC33l^T 'J tfV — 

Ah7>X7i^>aX (^S^fF^4,945,050^) , tfz&l? 

-i JUX!®lfe£fiJffl LT««&t/#f&fi3iafflJ^tC&^ LT, §£«£E 

# tc wm At Z> d ̂  tc J; y *fgBS (D foW £ =l - K t z> mfcT £ £-5 L T =fc <£ 
tNo mfc^/nlST'ti, =1 — Kt"t~ £> £ 

^^qrti-efey, mti\ fu$©Q1, 031, Q64, 085. 0153. 0354, 0360. 04 

05, 0458, 0460, 0499. J232, J259, J268, J300, J321, J326, J327, J339 

, J344, J346, J142, L2, L45, L248, L324, L334, L377, L404, L406, L408 

, LI800CDR^=I- btiz>0 

[0103] u< HHIGI 

o Stffcti L < tifiM^COJx-^ti, 0!la.t£, fulECD^ 

;£tc J; y ZZt tfV $ So 

[0104] £<Mc*fgB.mi, '>&< L<±IE^ 

mzm^ztcto<D*v i^^htcti, aiti^ att 
&h 2£^fttCfF#;*tl£>&tk 7)\y-\-)^m^s jftfttUSs 

IE® L A y >T-V L T 33 < d 11, T? $ So 

, £/ctiflj^®, HHifli. L < titJHiflitc|3|llt"-g>SEco^ 

R& 33 J: oy S fc ti )^^|J omit tc 33tt £ tc Hi f £» 
HHifli. diifti£# •?£&=& L< tidiifiitc^H-rs^iiO^Re 

8£xf/£tz&%imm<Ds u <&-m$m 
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fttm*, 	7-c_- tomt 6:.-..1.4-zo 

[0105] ts8, *Humet:.-_80-cliElltg-t.tc_--cot-Alik-ut, opgL 1./T* 

HA US t:.-ALW)-Att. 6 tt.Z. 

AMIJ 
[0106] Jt-F, *ftql 	M6:.= ct t) Al* O'g I,: !API 	Z e, *ft HA l,  a' tt. 6 'AAR 

t:$1_11Rtg-LZ t 0)-etV`SO. 

[0107] [-AAR 1 ] F. Xara±1ZAE3tftZ 	ffiliAttth`,12tKOA'F1' 

WO 2006/10959226, F. VIII 0)Agit -  Z3tft 	Z 	ffiliAftfj-i, 

12tK L L Z, 	hA69-KQ/hB26-PF/hAL-AQERM L tc: . 	1., 75` L, 	*tiv12tK (,, 	F. IXae 

F. VIIIaM t 	L 1, -CF.X3titlEZag.7‘V.ILVA-Z4lF1E117VZ ichl'hte 

A.6 tt, tc: . 

>4 1 t:.-..gaili,a),:t -3(z, 	F. IX/F. IXa 	tc l, F. Xt:.-11iiaZt-ri,12tKl, , 	F. IXa L F. V 

IIIa0)Val* 	(Factor Xase(F. Xase)) 	):13.1j.,V,, 	5-711,N6, 	F. Xase3tit 	(F. 

xvtftlE) 	13.1]..VA- ZU, R,htezo jt-F,  F.xaso,MITARtie/5-lotF. X 

ase3ttITA1lFJEll 	, 	F. XaselTAfFJEll L 2 a 	Z 0  F. XaseNjAfFJEllt, 	F. VIII 

a ,hElit 	L - Z;Yiaii.30)13E..V.TV'), ttt:.:R.D -COZF.VIIIIDOCC, al 

kiNt. &641,tcF.VIIII4uAlJaARtfALI -ZU, Rttez. -- ott r95, 	w  

liAtt-A14K0 IA O'g --e 	Z F. XarltiZAE3ttei-40 a L e-M 	I., Oe, -,35 66:.-.F 

. XaseNLV.MEll t1i0 a.' Le-M 	I., 0. lit:.-.., F. VIII0AgVitfi LT.  kiN Zt 

tAb F. VIIIIM(,:.= ct Z 	'•*...l,J* .Z.  0 zttot'i'-at, 	F. XarltiZAE3tftL 

, 	F. XaseNLVAIHEllt, 	U R fci: FR I') 3AtE -,3_ tt.--C- 	e ck (,)1 	L. 00  

[0108] L,75\ L„ 	F. XaselTAMEllt, 	tiLE, (F. IXa8ck tF/ 	tc l,F. X) 	t:.-11,i-a -zL 

ki \ 	ti-otKoa*oigi-stRt:.-..ctzta)--et,), —, F. XaratiZA3tft 

Z (F. viiia)*4-M -Z) =*liAttr-vf2t“:.-.1-3o-ct, 1i 	(F.Ixa8ct 

t$F. X) 	6:.-..*,i-a -z;o575zo 	-t.0)tc_-673, 	F. XaseNLV.MEll 	titc_-  Tt:.-.F. Xaj 

t1ZAE3t,ht -Z (F.vIII0014-M -Z) =*liAtttAl2tKoliMi6, 

4-M:.-...rakr-ezLIR-1 /43stt.zo Hat:.-_, =ffiliAtt-A14“:77 ziRffitl 

4.A -z z.:L ck tj , 	F. XaselTAIIHEII 	1131 	-,3_ "ft -D -D. 	IA 01g ---e 	zF. xaratiz 

WO 2012/067176 67 PCT/JP2011/076486 

[0105] &fc\ mMtLT* 

tCitl^Atl tl'So 

[0106] uTs *%mzztib$kMm 

tcf y PJI 3 ti & t © T? ̂  & i^o 

[0107] C^MJI] F.xa 

WO 2006/109592-m, F. VIII©$tg£ft#t~£S1f 

WtLXs hA69-KQ/hB26-PF/hAL-AQ£IXt#U/co LfrU F. IXa^ 

F. VIIIa^MH^ ̂  L TF. XZfemtt £PMf Z>Wm ftfo £ RTtgte 
%. btitco 

m Mzmmv>£?izs F.IX/F.IXaSfctiF.XtC^t^nl*^ F.IXa^F.V 
IIIa©*t£-fa (Factor Xase(F. Xase)) JFM^PlSs F.Xase;£'|4 (F. 

my&mt) HIT, F.XaseJFMPlS&t/MWiF.X 

ase;£'|4PlSfFffl ̂  f.tesemmwmttmt&o F.XasePMS^fflti, F. VIII 

a*M®Tttz>mm&ifc(Dmmxfov, &%izm?x^zr.vin<Dmm> & 
&^Ltcf.\iumM(Dmzz$mtz>vimi&ftfoz>0 ~m 

tftMZ Ll^\ 3 ^ICF 

IA\, F.VIII04it££ft&LTlN£E 

#^F. Vlll^iJtCd; F. Xag£{£iiS1f £ 

, F.XasePlSfFfflt^ ^tg&P^y #$3 tiT^£ £ IA\, 

[0108] LAN U F.XasePMS^fflti, tftJI (F. IXafocfc fVS/ctiF. X) 

-Us F.Xag£{£iiS1f£;tr 

% (F.VIII(Dmmzixwtz>) stu (F.ixafcj; 
t/F.X) izmtrtZ>ij&W1ffoZ>o ?(Dtcisb, F.XasePMS^ffl^^/c-rtCF.Xa^ 

(F.VIII(ommzttrntz) 
itnizmmx&zt^mznzo n*mc, 

F.XasePlSfFffl£«3-&-^ gWe&aF. Xag£{£ 
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AE3tft_trF".3s -tZ a.' L (,, 4M:.-.. E.qtrez Lt5-,354-t,z. 

[0109] *RHAt 6 (,, 	vL.;,%1g)51, 	--D 	tjti-vg 	(I 	1,F. IXa 	tz-_- 6 	L I-.F.X 

I., tc tilt a) ttv12tKrItUIEJN75\ 6 ttv12tK MIR 	ER1'41  L, ;05 I,: Tit312 Z 7 

Z i REA 	4.A -  Z a.' LT , 	I 	F. IXa8,:t VeL 	F. Xt:.111- Ztivf2tKitiR 

eg200fORT-DMIz' Lk- o 	ti--v12tKit1R, mtvaiNfoR ,9i—t:.-..C.7).3A 

/,AL 

[0110] fi-i, L F F. I Xattvi4K1-1$145NR, 	,9' —, 	tj-i, L F F. Xttv1*F1$145NR, 	fJ ,9' — 8 ,:t ve 

ItAttiA2tKL$145NR. 	5' — 7541EK293FIVIINIVOREIN,  PI Hi I,: 1- 5 	7 i 

:> 	J -,3_ tt. Z a.' LT , 	tA F. IXa ttvf2tK L tti, F . X ttiA2tK 0) KL g-)- -a fit} L l., --C-  LM J-;t ± 

0pffi!tiAttr-v12tK 	—3,KittftIR. Lk-. A, EMIR L L -C, WO 2006/109592 

t:.:EiBili3O)ffiliAttftvi2tKT 	. hA69-KQ/hB26-PF/hAL-AQ (goi#1-41  : 165/166 

/167) 	C PIA 1' L tc: . 

WO 2006/106905E11,\ WV° 1996/027011 6Eili, -,3_ tt.tc: 	A75-H$140)CH3 K)( 

-r 	6:.=.4A -1 /435 tt:r 0 Z tt 6 1 ) , 	M  li A it ttl14K et LL -C•ftIR L -C 0 Z L 	A_ 

6 tt, tc: . UN 0*, 1 ± M rri a) fh`,12tK 	, 	Protein ACE111)\ --CVLi,%105/(,:.-- 

ct tj a 1' L tc: . 

[0111] 

*ft FIA4 6 (,. 	z: 4'1. 6 OttL12tKO F. Xar1±14AE3tft 	J-;t-F 0)51T;1],rif l., tc 

o 	lit.74 - /< ---C-&5.[ST"fft)tt.tc_- c, 

0. 1%ThitaM7/1/1Z J 	-.A-ti,  1.1)&timi-±±1m-IDE (J-;CF, TBSB L f15 -) 

---eacljtcttvf2tKga5µ,L, 27 ng/mLO)Human Factor IXa beta (Enzyme Res 

earch Laboratories) 2. 5 µ,La.06 IU/mLO)NovacteRtgifAC M (lE*L'ai[V,* 

o5m)}9A,,pff) 2. 5 µI LPLa I, tc,l, 3847p late* le:.= -C22--e3034 	*ice  

—:> 	Ltz-_-. 

[0112] a-a)m-aff-YroonlAarz,t, 24. 7 i.kg/mLO)Human Factor X (Enzyme Resear 

ch Laboratories) 	5µL 	A)J1:11, --C" r3,N7e_ -ft, 	1 03 ,1, 	0.5 M EDTA 5/.1.1_ 

)ill L -C-1-41L -,3_ -ft tc. Rtarii.74, 	fttaRgA5,u•LA)in -zz_.-Lt:.-_,t -D-c 

, 	193M8-,3_ -ft AL-. 503•Rofttag.74, 405 nmONRY61ESpectraMax 340P 

C384  (Molecular Devices) 	CE110 -Cgilit Lk-. 	F. Xarlt1ZAE3tft6, 	ti-E17M)J1:1 

WO 2012/067176 68 PCT/JP2011/076486 

[0109] oSUSi (t KF.IXaS/ctit KF.X 

t hF.IXafcd;t/L KF. Xkftt 

Lti o 

[0110] SLU KF.IXa^Hflfgii^^-, Jjtt KF.X^HlI^ii^^7^-33J;t/ 

«®J}tl*LfIfgii^ ̂  -tf HEK293H«^Pi?LlI«^|W|0tk K 7>77I 

^>a ^F.IXa^^^F.X^0|I^^-&,>: LT4^JU± 

f^S. tb$$M£LT, WO 2006/109592 

tClEi6a)-ttf#S^jtfr-efe-g)hA69-KQ/hB26-PF/hAL-AQ (BB?!I#^ : 165/166 

/167) zmmLtco 

WO 2006/106905°JoWiWO 1996/02701 tl/c^S^#H|l0CH3 KP< 

-f LTm%LT^Zt%7L 

^tl/co Protein A^ffiINT 

^vmrnistzo 
*fP£# b ̂  c tl ̂  (Dtiifo©F. Xag£{£iiS1f £JU"F©^-e>il^ L fc 

o tl/Co 

[0111] 0. K 'J (JUT, TBSB^^-T) 

T'^rfR L/cJjtfr/#/S5^L^:N 27 ng/mLCDHuman Factor IXa beta (Enzyme Res 

earch Laboratories) 2.5^L$.£/6 IU/mLCDNovact(Iliii^tflO M ('fb^S.lfil/it 

0}iW^m) 2.5jLtLi:M^L^ 384^pLate^^T^-e30^^ >^PZL^ 

— :> a y Ltc0 

[0112] Z. CD/In"/S^COlf^JxJ/SUiN 24. 7^g/mLCDHuman Factor X (Enzyme Resear 

ch Laboratories) buul^mU Ltl^^t!\ 10M, 0. 5 M EDTA 5^L£^ 

JPLT^±^-&/c0 %&&m$i$.5lJt>L%:%z1]\}tZ>ZtlZ£-3T 

\ 50^^0^-feSJ^A^s 405 nm®D^71c^^'fb;&SpectraMax 340P 

C384 (Molecular Devices) £ffllNT>D£ Ltc0 F. Xa££{£iiS1f 
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a Pi.7‘ a OP/3061.75\ 6 till* ,w3A )in a zi-Yo a AI. 	I 0 tc_- 411 --C7i L tc . 

Human Factor IXa, Novact(Rtlif=14) MaVeHuman Factor XIDgPItTBCP 

(93. 75 µ,M 	I) JPI C'74',4-Y (SYSMEX CO. ), 	7. 5 mM CaC l2, 	1. 5 mM MgCl2 -gt,` 

TBSB) ""C 	-D AL-. fttaNg'ff-Y-e 	ZS-2222TM (CHROMOGENIX) tt, n2iI7E-e1 

.47 mg/mL t::_g/F4 L , *7 v -t4 t: PI 0 tc: . 

[0113] *RIE1/14 6 (,, 	tA14O)F. Xaselg.V.MEll 	EiTil - Z tc_- 6736:, 	F. VIIIa4/±-Ft: 

80-  Z F. IXat:- ,:t Z F. X3ttiEt:.:1,11- ZIMJ-;CF0)51T;i4LIt Lit. api.74 

.4-•‹-c-k-.5.ET"ffl--)tt.tc_-. 

0. 1%ThEIG*7)1/1-ZJ 	at,` I-') Z,ffl1M1tilftili9E (j,;t-F, TBSB L v5 	) 
--eac Ltcttv12tK38a5 µI 	, 80.9 ng/mLO)Human Factor IXa beta (Enzyme R 

esearch Laboratories) 2. 5 µI L Ma ljtc_1, 384'Ap late* t:.:Z25.H.T303 

4 J*]_, —:> 	i L, tc: . 

6 6:=1. 8 IU/mLoF. VI I Ia (4/FIMMViCLR) 2. 5 m. L 	A)J1:1L, 30f1-),1, 

VFLLff-YrrOEFIAalitAt, 24. 7 µ,g/mLO)Human Factor X (Enzyme Research L 

aborator i es) 	5,u.1-)J11 L -CrAPe_ -fttc_-. 	63-1, 	0.5 M EDTA 5,u,L)JFIL, 

Z1*- IL -1 /43S -fttco ftt,kt‘t, 	fttaRgA5ALV3, )irlZ a' L tzct 	Z, 	193A 

Mk -,3_ -ft tc: . 143•N0)Rtarita, 405 nmONRY61ESpectraMax 340PC3s4  ( 

Molecular Devices) 	CEIlk,\ --Cgqiit Lk-. tii-140F. xaseiTAMEHt, 	t-n`,12tKAN 

a r, -A-y a) a 	I. 75\ 6 till* ,w3A )in a zi-Y a) PR A 1., T A L; AL- 411 T 7i L tc . 

[0114] ts8, F. VIIIat, 5. 4IU/mLO) 	— :') ,-f 1“Rtilf=a)FS(/-f 'A/ma 
A-R-#) L 1. 11 µ,g/mLO)Human alpha Thrombi n(Enzyme Research Laborator ie 

s) 	1 : 10AsalLTTLa L, 25Ea'T131.14 J -.]-1 — :> 	J'1, 3rG L'ffY0)* 

?e-si0)7. 5U/mLO)Hi rudi n(Merck KgaA) 	A))11 - Z a' Ll,:: ,:t (,) gjAt4 Lk-. 	gjazi  

Lk-g.',4-Y1. 8 IU/mLOFVIIIaL lj, 	Hi rudi nA)J1:1 L -C75` 611,:.-.. 7 v -t 4 

6:.:111 0 tc: . 

Human Factor IXa, 	Human Factor X, 	—:'),-( 	(Rtlif=14)FS, 	Human a 

1pha Thrombin, 	Hi rudi nO)gPltTBCP (93. 75 µ,M 	') JitNgflY (SYSMEX CO. 

), 7. 5 mM CaC l2, 	1. 5 mM MgC l2 -gti`TBSB) T 	AL-. fttaNg'ffITZ 

WO 2012/067176 69 PCT/JP2011/076486 

J5 P»Jt ft « JpP»Jt £ 31 IN L fco 

Human Factor IXaN Novact(Iliii^tflO M$.£/Human Factor XCO;#£|tiTBCP 

(93. lbfj,M 'J (SYSMEX CO.), 7.5 mM CaCL2, 1.5 mM MgCl2£#fr 

TBSB) Xtb^tzo fgfegff?§$"e&£S-2222™ (CHROMOGENIX) lti^7K"ei 

.47 mg/mLtC;#^Ls iz^T \/c0 

[0113] *fgB£#£ttN J;tfa©F.XasePlSfFffl£Mt£/ctf)^ F. VIIIa^-RC 

£tt£F.IXak<££F.X;mibtCttt£i^ff£JUT(OT;£T«L/co 

t" ̂ T^-etr^tL^Co 

0. n^mnyjisy^ K U (JU~K TBSB^^-T) 
T'^rfR L/cJjtfr/#/S5^L^:N 80.9 ng/mLCDHuman Factor IXa beta (Enzyme R 

esearch Laboratories) 2. bixlbMii Ltc^s 384;/XpLatei4]tCT^/mi"'C130^ 

•f n.'* —*> a > Ltc0 

££>tCl.8 IU/mL0F.VIIIa(^^;i^^) 2.5ML£^JPU 30#^ £ 

24.7^g/mLCDHuman Factor X (Enzyme Research L 

aboratories) 5AJ,L£^JP Ltlllp^ i±tc0 0. 5 M EDTA 5AJ,L£^JPL 

Tf¥±^"&/c0 m 
tfe-Z-tttco 14£f^©fgfeJ5Jfc^ 405 nm0P«jt^b£SpectraMax 340PC384 ( 

Molecular Devices) £^INT)IU/E! L7c0 JnffcCDF. XasePlSfEffltiN 

[0114] &fc\ F.VIIIatt, 5.4IU/mL©=l-y^>r h(fiill)FS(/WiJHpDpi 

1.1. 11 Atg/mLCDHuman alpha Thrombin(Enzyme Research Laboratorie 

s)£i:i®#MJ:b-e;Fb£-u ^-ci#^ >a >m, )%•&&<»¥ 

§1©7. 5U/mL0H i rud i n(Merck KgaA) £gsjbnf •& d t iZ J; y ||§g L/c0 il£t 

L?d§&£1.8 IU/mLCDFVI I la Ls H i rud i n£;^Jp LXft b 1 7 v "tz^ 

tCffllN/Co 

Human Factor IXaN Human Factor XN Zl — V^.'i h (lli§i^tflOFSN Human a 

Lpha Thrombin^ Hi rudinCD/#££&TBCP (93.75AIM 'J >SSK/#/S (SYSMEX CO. 

)N 7.5 mM CaCl2, 1.5 mM MgCl2£#mBSB) Ti'&^tc0 
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S-2222TM (CHROMOGENIX) (,, MN7KT1. 47 mg/mL6zglF4 L, *7 'y -t 4 (: PI 

' 	tc: . 

[0115] -=ffiliAtttj-i,12tK07F. Xarat1ZAE3tit 	>4 3 , 	>4 4 (:.-_, 	-=ffiliAttftv12tK 

0)F. Xasel3E..V.MEH 	>4 5 t:ELtc. F. Xara±111A3tft_hig.F' -,3_ -ftzei7ts 7 

Z i Rffli-ki 	R, ffl I., tc 7V, 	IR -,3_ tt.tc L 8 t'J F. XarltiZAE3tft_hrFI -,3_ -ft Z 

7 Z ingfimitloaLA,E7Y, F. Xasel3E..V.MEH t ±71-,3_ -ft  -C L 	0, F. XaseFE. 

.V.11HEll 	t.f1]$1A-Z LI:W.F. Xara±111A3tit_hri--,3_ -ft z z.: L (,4r0*-1,-,:not---e 

.D AL-. 

[0116] -t. -3 kiN -3 it5R-FT, *BAR13/14 6 6F. Xagt14AE3tft e-1,4 < F. XaselTAIIF 

PI eialiN =ffiliAt1tvf2tK L L Z, Q1-G4k/J268-G4h/L45-k, Q1-G4k/J321-G4h/ 

L45-k, Q31-z7/J326-z107/L2-k, Q64-z55/J344-z107/L45-kV4tco  A, fi-i, L 

F. IXaftv12tql$14L L -C, Q1-G4k (gog#24: 1) , Q31-z7 (gog#24: 2) 

, 	Q64-z55 (gaM# 1-41  : 3) , 	7°1=I 	'9' 4 .7Tri`, L 	F. XtA12tql$14L L -C, 	J268-G 

4h (gog#24: 4) , J321-G4h (gog#24: 5) , J326-z107 (gog#24: 6 

) , 	J344-z107 (gOli# 1-41  : 7) , 	7° CI 	,914 7°ItAttv12tKL$14L L -C, 	L2-k ( 

gEM*1-41  : 8) , 	L45-k (g0i# 1-41  : 9) 	EfR'f'41  L Az-. gEM 	0 / \ 4 7 Jilql,  

U, 	711,--C8t,), i\-r 7 	,/flov-/fWiAti7ii,-cozo 	-=sliAtt 

ttvf2tKV, . 	1-7 -7=:>J -zM140DgENA:k/<zz._- Lt:.-_„o,i, 7i 

[0117] hA69-KQ/h1326-PF/hAL-AQ t:.-.. 3d o F. XaratiZA3tft 	LT- 0 it = ffiliAtt 

ttv12tK a) a L A, Ls 1,, 	IR -,3_ ttd-c: ,:t -3 t:.-..AliN F. XaselTAfFJEll 	L, ---c o tc 7y, 

z.: tt, 6 =sliAftftv12tK (Q1-G4k/J268-G4h/L45-k, Q1-G4k/J321-G4h/L45-k, Q 

31-z7/J326-z107/L2-k, 	Q64-z55/J344-z107/L45-k) 	(,, WO 2006/1095926ZE 

iy4 -,3_to-c_- hA69-KQ/B26-pF/hAL-AQ,:t t'J t lAkiN F. Xara±111A3tft 	L, 	,E I, \ F 

.Xase1311.V.MEll 	LT- 0 Z L.' LeRiffittLtz._-. *RIE914 6 6, 	a.' tt, 6 104-D 

07 #A12tK 	7°CI I- ,9' -( 7c'ttv12tK L LT , 	-,3_ 6 6 : F. Xarat14A3tft_h3+-,3_ -ft, 	F. X 

ase13E..V.MEll 	)-;N-,3_ -ft Z $t!,4 	"ff .D tc. 	F. Xarat14A3tft 	_hig.Fi -,3_ it. 	F. Xa 

seITAMEll 	ff,IN-,35 -ft Z =sliAttftyPtKa) 	I) —= 	'6:.= -D ki \ --C >4  2 6::-.71 

WO 2012/067176 70 PCT/JP2011/076486 

S-2222™ (CHROMOGENIX) tiN _ 47 mg/mLt;:}§fl?U *7v\z>(lzm 

INfco 

[0115] &=tt^1ffttt©F.Xag£{jE£S1f£^3N M4 1Z, 

CDF. XasePlSfFffl £ HI 5 IZIE L tc0 F. Xag£{£iiS1fZ$ *£Z>*§* &7 

$ Jnm.&^^ihLtc ft, s-&%> 
7 $ JHM^CD ti; £A,¥ ft, F.XasePM^ffl=fc±#^-y:TLSl\ F.XasePI 

mwm*mnz>tmz\:.xam±i&mm?k±^j£z>ztmtnizmmx 
h ~o tc o 

[0116] ^9^9 ^F. Xag£{£iiS1f < F. XasePlSfF 

LT, Q1-G4k/J268-G4h/L45-k% Q1-G4k/J321-G4h/ 

L45-k% 031 — z7/J326—z 107/L2—k. Q64-z55/J344-z107/L45-k£?#fco fat: 

hF.IXatfimMt LT, Q1-G4k (13^0#^ : 1 K Q31-z7 (13^0#^ : 2) 

, Q64-z55 (13^11#^: 3) N 7°P K * -f 7°J;t £ KF. X^Hfli: LT, J268-G 

4h (B3?!l#^ : 4) N J321 —G4h (B3?!l#^ : 5) N J326-z107 (B3?!l#^ : 6 

) N J344-z107 (13^0#^ : 7) N 7°P K * -f LT, L2-k ( 

13^#^: 8) N L45-k (13^#^: 9) %m§Ltc0 13^0/W 7 >futi 

/\>C 7>titi^^Iii^^LTlN^o 

tfLW&lZ, K ^ >X7 x O is a >t~£&fICDI3^ll;£;£:M'<'g> d t tCcfc lJ N ^ 

3tl£>0 

[0117] hA69-KQ/hB26-PF/hAL-AQtC£INF. Xajt£l£3t;£<|4£W LTIN/c~ 

C751^<>r A,<>f t^:. 9 tCi^lNF.XasePlS^ffl^W LTlN/c^\ 

(Q1-G4k/J268-G4h/L45-k% Q1-G4k/J321-G4h/L45-k, Q 

31 —z7/J326—z107/L2—k. Q64-z55/J344-z107/L45-k) ti, WO 2006/109592tC|E 

*63ftfchA69-KQ/hB26-PF/hAL-AQJ; U =fc i^F. Xajt£l£3t;£14£W U <£INF 

.XasePMS^ffl^WLTlN^c^^^ai^tl/co d*l£©4o 

(Dm*Z7°n LT, 3£tCF.Xag£{EiiS1f£±#;*-y\ F.X 

asePlSfFffl£M§13-&£*£l^T^/c„ F. Xag£{£iiS1f £±#3 F.Xa 

'J -->^tCOlNX^2 tC^ 
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L tc_-  . 

[0118] [V'thiN 2 ] 2,_Rtti17tK 04/F11  

*RIE1)14 6 (,, 	A4Alg)tto-e5a)PcRa), 	VL.;,ria)51(,:.-_ ct L. 	7°CI 

I- ,9' -f 7°#n12tK aA- $14 t: •-,1 L -c 'AAR 1 -e R, ffl -,3_ ttd-c: F. Xar1±111A3tit8,:t rf F 

. XaseNjAilFJEN:.-.1M4A_ Z0/7 tc1:77 -Z inMAKI.a-)--atp -t-c4AL„ 2 

L tc Ma) C a.)- -a ty-t. 	,*-4 t::_,ITI-0-  Z a-  L T, 4-D a) 7°1=i I-9 -I 7°t-A14K a) 

F. Xagt14AE3tft 	-,3_ 6 t:.-__ErF' -,3_ -ft, 	F. XaseftljAfFJEll 	311N -,3_ -ftz7zIp 

ffli-kia) 	I) —=ff-DtL- c, 

7 Z I R iMit175'4. A ;3_ tt. tc: 	-2,A'= M  li A ft ttvf2tK l, , 	7°1=1 	9' -f 7'ttv12tK L 

P10051-e—ilkittt:RIR -541., M,11-:s tt.tc. 	z:tt. 6 o7#1--L12tK 07F. xara±iza 

3t,Iti-;CFa)51--egilit Lk- . api.74 -/‹-c- 2511--Cffl--)tt.tc. 

[0119] 0. 1%Th111:1M7/1/1Z J 	at' I-') Z,ffliMi- t TIMIDE (1-;CF, TBSB L v5 	) 

---eac L, tcttvf2tKga5 µI 	, 27 ng/mLO)Human Factor IXa beta (Enzyme Res 

earch Laboratories) 2. 5 µ,Latie6 IU/mLONovact (glolif0,21) M (lE*L'ai[V,* 

o5m)}9A,,pif) 2. 5,u,LL'A-a Ltc,/, 3841Aplatelfl6:-C22T303H i 

—:> 	Lk-. 

[0120] a.' 0)M-aalf10)NAaZt, 24. 7 µ,g/mLO)Human Factor X (Enzyme Resear 

ch Laboratories) 	5µL 	A))11 L, ---c NM -,3_ -ft, 	23 ,1, 	0.5 M EDTA 5µL 	A))11 

L --c1-41L -,3_ -ft tc: . fttazt, fttaww,4-Y5,u,Liu -z a.- LIZ. ck -D -c , 

r34 P8 -,3_ -ft tc: . 203rm07fttarza, 405 nmO7pAY61k1E6SpectraMax 340PC384  

(Molecular Devices) 	CE110 -CALlt L AL- . F. XarltiZAE3tftt, 	ttL12tKA)ina 

VA-Yo7P1 Y61./3\ 6 tr-L12tK,w3A)inaVraaNAY61. 	I 0 k- 411--e71 I., tc. 

[0121] Human Factor IXa, Novact ()ROAM MaVeHuman Factor X07374PI6TBCP 

(93. 75 µ,M 	') Jjt Kg,,,fy 	(SYSMEX CO. )), 	7. 5 mM CaC 1.2, 	1. 5 mM MgC 1.2 -gtiN 

TBsB) --e.D AL-. fttaRga---eZS-2222-rm (CHROMOGENIX) (,, M11 7.1c-e1. 

47 mg/mL6:.-..g1174 L PI 0 tc. 

at:.= Ea L tc: 	51--e, tti12tK a) F . XaseFiLV.MEll t WE 1., tc . 

[0122] -2,..R=M!tiA,[t ftv42tKOF. Xara±111A3tft 	4 4 t:.-.., 	-=ffiliAftftv12tK07F 

WO 2012/067176 71 PCT/JP2011/076486 

L/co 

[0118] tmmnz) iwvwm 
^mmx(Dtcsb(DPCRm(D, y°u 

1 3 tl/cF. Xag£{£iiS1f £ J: tf F 

. xase mmwm iz §m z^ £ m* & y $ J m&m £ -& T ® A u & 
2> Z ft, 4-D(D7°n Y9 4-fW&<b 

F. Xag£{£iiS1f £ 3 b IZ±^ F. XasePlSfFffl •££> 7 $ JII 

W.$k(DX0 'J ——y tco 

mmtsntc0 £ft£©#L<*©F.Xa 

[0119] 0. (JUT, TBSBtfot) 

T'^rfR L/cJjtfr/#/S5^L^:N 27 ng/mLCDHuman Factor IXa beta (Enzyme Res 

earch Laboratories) 2. 5^L$.£/6 IU/mLCDNovact(Iliii^tflO M ('fb^S.lfll/# 

mimftpfj) 2.5ML384ftplate4nCT^-e303M>^zL'< 

— ->3 y Lfc0 

[0120] Z (D/tbci 24. 7^g/mLCDHuman Factor X (Enzyme Resear 

ch Laboratories) bfjil^mu Ltl^^t!\ 2#&N 0. 5 M EDTA bfjil^mu 

LtM^it/co fgfeJSJfcteU ^QSm^bixL^mtttZZtlZ^-iTs 

M$p^t±"fc0 20^^0^-fe^J^;^, 405 nm©P$71cj|£|ilHb&SpectraMax 340PC384 

(Molecular Devices) £ffllNT>D£ Ltc0 F. Xa££{£iiS1f 

p»jt »Jp p»Jt £ 31 ̂  L tc0 

[0121] Human Factor IXaN Novact(Iliii^tflO M$.£/Human Factor XCD/#£StiTBCP 

(93.75MM 'J >Esff;#>S (SYSMEX CO.)), 7.5 mM CaCl2, 1.5 mM MgCl2£#fr 

TBSB)T'feo tc0 fgfegff5§$-e£>£S-2222™ (CHROMOGENIX) &N It^KTI. 

47 mg/mLtC;#^? LffllN/-Co 

S3E^IEi6 L /cMt\ Jjtfr0F. XasePMSfEffl i M L tc0 

[0122] £^4 IZS &=tt^1f#L<*©F 
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. XaseNjAilFJEll 	4 5 6:.-..E L tz -_- . 

*OR HA 4 6 l, F. Xara±1Z3tftelA < F. Xase FEA4IF PI ela 0 	WtiAtt 

th`,1* L L Z, Q85-G4k/J268-G4h/L406-k, Q85-G4k/J321-G4h/L334-k, Q64-z7/ 

J344-z107/L406-k, Q64-z7/J326-z107/L334-kV4tco 	A, 	th-, L 	F. IXatti1*1-1 

$14L L -r, Q64-z7 (g0g# 1-4 : 1 0) , Q85-G4k (gOli# 1-41  : 1 1) , 	F. Xag 

tiza3mte_hrF L tc_lt A ti-NK L$14 L L Z, L334-k (g0i# 1-4 : 3 0) , L406 

-k (gam*,4 : 3 3) 	Riffl L tc . Q85-G4k/J268-G4h/L406-k, Q85-G4k/J321 

-G4h/L334-k, 	Q64-z7/J344-z107/L406-k, 	Q64-z7/J326-z107/L334-1c6U, 	F. Xa 

selTAilFJEll el--)T75`t:.-..±r-FL, --C 0 Z t oa), F. Xara±illflUtittic 	«3+ 

L tc. 	a' 41.6 02,_#n12tK 6, 	F. XaselTAfFJEllo_hrFit:.-.EL/<-c F. Xagt1ZAE3t 

tte4mt:.-_ic 	kiN  a L /3\ 6, 	7°  1=1 1-9' -f 7TA14K ct (') t F. XaratiZA3tft L F. X 

as e [TA ilFJEll 	-,_ 6 1,::-3AtE 	Z a.' Le-e ,tz-_-  . 	a.- a) ,:t -3 t:.-_, 	F. XaselTAfFJEll 

tfAli 	LW.F. Xarat14A3tft 	_hir.F -1/435 -ftz*ag)--at)-ft 	RiffiLtc. 

[0123] =ffiliAttA14“::_ct 1JF. VIII 00tita -Z tc: 6/3 t:.:(, , 	,,f -1/435 tt, tc 7° 1=1 

I- 5' -f .7'ti--L12tKoF.xarat1zAt3t,ht6ct (,) A0 a.'  L751T 	L 0 —-C, 	F. VIII 

oltgatit.,--corttAbF.viii,t, Aut:.-_,t z80...i,J.--cki\z ,,f,tt:.3-4 L 

--C.  t I§MTK -e PI 0 Z tt 61) t:.-- (,, 	F. XaseFEAMEll (, ,t (') 1E0 z: L ect (')PTAL0  

LA.641.7-c_-  . 	-t.0)7L-  673, 	-,3_ 66:.=2,A7 -1,N, 	F. XaselTAfFJEll 	_higi-' -,3_ -ft T 

le:---, 	F. Xarat14A3tft 	:35 6 6:.= _E 	-1/435 -ft tc 	ffiliAttt-riA*101lFT' 	,/f- -D tc. 

[0124] -t.a)e,m, F. xarlt14a3mte-A< F. Xase FEA4IF PI ela 0 	ffiliAtttv12tK 

L L. -r, 	Q153-G4k/J232-G4h/L406-k, 	Q354-z106/J259-z107/L324-k, 	Q360-G4 

k/J232-G4h/L406-k, Q360-z118/J300-z107/L334-k, Q405-G4k/J232-G4h/L248 

-k, 	Q458-z106/J346-z107/L408-k, 	Q460-z121/J327-z119/L334-k, 	Q499-z118 

/J327-z107/L334-k, 	Q499-z118/J327-z107/L377-k, 	Q499-z118/J346-z107/L2 

48-k, 	Q499-z121/J327-z119/L404-k, 	Q499-z121/J339-z119/L377-k, 	Q153-G4 

k/J142-G4h/L180-kV4tco  A, th-, L 	F. IXattAHML L -C, Q153-G4k (gaN 

#-14 : 1 2) , Q354-z106 (gog#24 : 1 3) , Q360-G4k (gog#24 : 1 4) 

, Q360-z118 (gog#24 : 1 5) , Q405-G4k (gog#24 : 1 6) , Q458-z106 

WO 2012/067176 72 PCT/JP2011/076486 

.XasePlSfEffl^HI 5 tC§EL/c0 

^F. Xag£{£iiS1f < F. XasePlSfFffl 

Q85-G4k/J268-G4h/L406-k% Q85-G4k/J321-G4h/L334-k, Q64-z7/ 

J344-z107/L406-k% Q64-z7/J326-z107/L334-k£?#fco SF. IXatftttH 

mt LT, Q64-Z7 (13^0#^ : 1 0) , Q85-G4k (13^0#^ : 1 1 K F.Xajt 

LT, L334-k (13^0#^: 3 0) N L406 

-k (l3^lJS-§- : 3 3) £H,tJHL/c0 Q85-G4k/J268-G4h/L406-k% Q85-G4k/J321 

-G4h/L334-k% Q64-z7/J344-z107/L406-k, Q64-z7/J326-z107/L334-kti, F.Xa 

F.Xajt£l£3t;£14ti*$<±# 

Ltco Ztlb(DWLMK\nZ, F.XasePlS^ffl0±#tChb^TF.Xa^^3tS 

7°P t,F.Xag£{jE£S1f£F.X 

asePMS^Fffi ̂  ^ t«-^Pfi^~ •§> il il ftX $ Tc0 Z (D£. 9 t<_N F. XasePMS^Fffi ̂  

[0123] =tt^1fftmcJ:yF.VIII©&tg£ft#t-£fc#lCtt, tl/c7°P 

L^-HX, F.VIH 

<om L T IN h &#•^ F. vi i mm tc & & %m z % v x ̂  tc L 

Tt^J*Tm^/ctf)tCti, F.XasePlSfFffltiJ: J: USfS LIN 

^(Dtcisb, 3£tC&^£frl\ F.XasePMS^ffl^±#^-&-r 

tC, F.Xag£{£iiS1f£3 

[0124] F. Xag£{£iiS1f < F.XasePlS^ffl«lN-fif#Stt^ 

tLXs Q153-G4k/J232-G4h/L406-k% 0354-z 106/J259-Z107/L324-k. Q360-G4 

k/J232-G4h/L406-k% Q360-z118/J300-z107/L334-k, Q405-G4k/J232-G4h/L248 

-ks 0458—z106/J346—z107/L408—k. Q460-z121/J327-z119/L334-kN Q499-z118 

/J327—z107/L334—k. Q499-z118/J327-Z107/L377-k. Q499-z118/J346-Z107/L2 

48-k, 0499—z121/J327—z119/L404-k% Q499-z121/J339-z119/L377-kN Q153-G4 

k/J142-G4h/L180-k£?#fco ftt: KF. IXa^Hfli: LT, 0153-G4k (13^0 

: 1 2) N Q354-z106 (|3^US^ : 1 3) N Q360-G4k (|3^US^ : 1 4) 

N 0360—z118 (l3^lJS-§- : 1 5) N Q405-G4k (I3^US^ : 1 6) N Q458-z106 
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(gog#24 : 1 7) , Q460-z121 	(gog#24 : 1 8) , Q499-z118 (gog#24 

: 1 9) , Q499-z121 	(gOli# 1-41  : 2 0) , 	F. Xagt1llA3tfte±g L, tc: ti--L L 

F. Xti-i,14K1-1$14L L-C, 	J232-G4h (gog#24 : 2 1) , 	J259-z107 (gog#24 : 

2 2) , J300-z107 (gog#24 : 2 3) , J327-z107 (gog#24 : 2 4) , J32 

7-z119 (go!] #24 : 2 5) , J339-z119 (go!] #24 : 2 6) , J346-z107 (ga 

m#24. : 2 7) , J142-G4h (gOli# 1-41  : 1 7 0) , ItAttvf2tKL$14L L-CL248-k 

(gog#24 : 2 8) , L324-k (gog#24 : 2 9) , L377-k (gog#24 : 3 1 

) , 	L404-k (gOli# 1-41  : 3 2) , 	L408-k (g0d# 1-41  : 3 4) , 	L180-k (gam 

*1-4' 	: 	1 	7 1 ) 	R, ffl 1, tc: . 

[0125] a' ti.', a) ttiA2tK i,, 	F. Xarat1lla3tt75q3eb-C AO — --e, 	F. XaselTAIIFJEll 

6t.C11$1_1 -,3_0(t,---C1,\ Z a.' L75\ 6, 	F. VIIICARfitil.,--C1,\ Ztt-\DF.VIIIIIM 

(,::_ct Z A*..1,J* .Z.  0 Z ttt:3-41,--C.  ,436--16-h-CVElltStR 	1_, --C 0 Z L 

A_ 641.Z. tiv14K6 —42 t:#A141JeR < , /S -FtR'4eUi WC 	Z a L 13\ 6, a' 

tt. 6 a)=WtiAttt-A14Kt, EIMAMZ8 tJ•za4a)FvIII,TkIALlorIFIIRitR'4t:.-. 

ct .VIAM ,*51 L ELV 1, -c, A 015411 	IIIMAAtt I,: Jg 0-  z z: L eUi WC 

ZLA.64-t.Z. 

[0126] 'AAR 1 8 ct rie 'AAR 2 --e11,11 I., tc_- M14a) Ui_JIAtiogUIJEL$A 	6 A — 

D (,:.:7T L it. =ffiliAtttvf2tK a) F. Xarat1lla3tft 	[]± 	-t. tc el) (,:.= (,, IN 

A_ tSJ-;CF 0) 7 Z J Reffi5"-C 	Z a.' L elEIJI 6 75` Lts -D It . tti, L 	F. I Xattvf2tKI-1 

$141,:.-.1-3o. z34ao-r V 1=1 4 :>, 	35t-Lo777*Ri,")1,.9, ..-z jx(,-t 

I) J, 491107-t i) J, 611il0)7)1/*= J, 621i1 OD 	')I. 51 Z JR, 064i1 a) -t ') 

R61.7J-= 	, 9811m') 	JR677/1/*= 	, 994i10)-t ') JR6 	77'51 

z Jog, 	100ao7i=)1/ 777=Rt1=1:>, 	100b4i11'):>, 	10211 

a) 	1=1:> Ji-sec, tti, L 1-F. xti--vf*Htlu.-..8 tj.z 35a0) 7 	i'7 *JR, 	53110) 

77)1,*= 	, 734 O)') :'), 764 O) 	') :> J, 96110) ') :')X677 /1/*= 

, 984i10)1=1:>, 	1004i10)1=1:>, 	100010)L:') ,'S.E. ItAth`,12tKL 

	

c:.-.86fz274 -Loi) :')R677 /1/*= 	304i10))1/51 Z JOB, 311A0)77 /1/ 

=J, 321i10)")1/51 Z J, 5011077)1,*= JR(,")1,,9' z J, 524o-t I) 

WO 2012/067176 73 PCT/JP2011/076486 

(IB^ll#^ : 17), Q460—z121 (IB^ll#^ : 18), Q499-z118 (IB^ll#^ 

: 1 9), 0499—z121 (13^#^: 2 0) , F. Itctfi t 

LT, J232-G4h (13^0#^ : 2 1 ) , J259-z107 (13^0#^ : 

22) , J300—z 107 (|3^lJS-§- : 2 3) , J327-z107 (IB^ll#^ : 2 4) , J32 

7—z 119 (IB^!J#-§- : 2 5) , J339-z119 (IB^ll#^ : 2 6) , J346-z107 (SB 

: 27) , J142—G4h (IB^S^ : 1 7 0) , £iI#L<*UI£ LTL248-k 

(IB^US^ : 28) , L324-k (IB^US^ : 29) , L377-k (IB^US^ : 3 1 

) , L404-k (IB^US^ : 32) , L408-k (IB^US^ : 34) , L180-k (IB^U 

: 1 7 1 ) *%&Ltz0 

[0125] ZtlbOfomZs f.Xam^M)^ifmisbXm^-y5X\ F.XasePlSfFffl 
F.VIII0^t££H&LTlN£E^F.VIII§^iJ 

n 33 v %>imv>FVIImn© nmniz 

#)&t^Pi btl^bo 

[0126] 1 ej:^Mj2-e^ffl A~ 

DtC^L/co M 

X &&LT<D 7 $ J mtfmwe&z Z t tfBR £ fr t ta o /Co bn KF. IXa^^H 

fitC33£34ft0M V l=K >, 3b{iL(D7X^^^yXte<?)\s$ 

'J X 49ft®-tz'JX QM\L(D7Jls^-ys 62ft0?\/U^ $ >I£, 96ft CD-tz 'J 
yxtex\sj = ys 98ft©'jy>xtt7;i/^r->s 99ft®-tz>j yxteVfr* 

$>!£, I00ft®7x-;u77^- yxiz^nSsys I00bft®?''j S/ys 102ft 

CD^PS/y&ifo iat: \-f.mmmiz^ii^3b{iL(D7X^^^ym., 53ft® 

7ju^-ys 73\iL(Dx)Vy, i^iKDWisy, 96ft©>jVyy.[t7)\s^~y 

, 98ft 051 n->ys 100ft® 51 P is >, 100aft® Wfyvfth'o 

fItC33tt£27ft0'J 30ft® ?'JU^ $ >I£, 31ft©:P,iU 

dr->, 32ft0^;U^$>, bQ{iL(D7)\s^-yXte<?)\st>$y, 52ft CD-tz 'J 
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, 

, 5311L-Lo7A,*= ., 54410 I) :)>, 55410))1/5 Z Ati, 92110t 1) '2 

93410) t I) J, 	9441 0) 7°1=1 ') J, 	95410) 7°1=1 ') J 7̀,4', Ls  (11-&''*±A 0) 7 Z J 

*-14 tt Kabatt J/0) J fJ 	(Kabat EA et al. 	1991. 	Sequences of Prote 

ins of 	Immunological 	Interest. 	NIH) 	(,:.-„t Z) 	. 

FIX_Lof1J)4J7118g14± 

[0127] *ft BA tZ.: (t t') NA. 8 ,t tnAg „ 0 aN a) A 	Zia 	Z tit-A* T "C, 	F. V 

III olmfg 	Ito 	z3tto A 0*.  ffiltAtttiagtlii -Eietil 4tt -,3_ 41.k-  . 	e i-z:- 

. EllA8 ctrigANAODatia) 	Vi 	Ztiv42t -e 	.DZ. F .V111 0)0I 

,fta -  Z3tiltiAA <, 75\-D, F. Xase11EA4101] /pia 0 	attimitiogea 

eIliit :35 11. tc . 

E 	i L tti, 14K l,  — W.= , itarri-eGYk-tfteA < 	,fMW,fttiEkiN LA"_ 641,2 

z: L 13\ 6, *RIE1)10 	WtiAttr-vf*tEA,  A L L-00-16/Y-CtITZ LA. 

WO 2012/067176 74 PCT/JP2011/076486 

X 53ft®TJU^->s 54ftCD 'J 55ftCD$ Vlt, 92ft®"tz 'J > 

s 93ft®-tz <J 94ft® 7°• 'J X 95ft® 7°• 'J (RT^M® J 

!!#-§• tiKabat^- >/< 'J > ̂  (Kabat EA et at. 1991. Sequences of Prote 

ins of Immunological Interest. NIH) tC^ -S>) 0 

[0127] F.V 

, r.vmomrnz 

*wR(D%ni&mi&fcmmMFat LxMtoT^m-e&ztmx 
^ tl'So 
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115ROXIEI 

CM:R*1] EIVAINCIIMIxEl8ctri/tctg.3ttilLEM-COMixoviEi 

zm—of-rugecaVILL, 8,tv,iff[Ztit. MxLIVRA -zg=opfl-f, 

ni-aii131i1AA-tiN, EIA;t1MiiiiiciT-olttgVte -Z*IgA--  

z2,• rtiAttti-vgtlii-a3•T---e 	-D -T, gilhaNk 0 M VI 1 ICICAMIlg 

it#- #-Ilge, 	gui_Ai-4: 165 L 16675\ 6 fci: Z I-1 ti4 8 ck riegEN #1-41 : 1 

6775\ 6i-szItAttyt -z=rtiAttti--vi2tK(hA69-KQ/hB26-PF/hAL-AQ 

) L. thtll,--c ak,\Aftib.daa;y1D%xLIT (F. xa)gtoctit cz-..aj 

ztAfig--e,bz, *E*Atigige-a3H-. 

CM:R*2] EIVA-Y;REIMIxEl8ctri/tctg.AttlEitaANiiMixElVin 

zM—oti-ERM-E\AEIMA-tiNM— a) t 1)//K8ctoefilCA-CMMix 

CI-T -3,t ve/tca3tittiLEIGTOKIMIxt T VR401- 	MEottage 

-a53111 -A-tiNmEot 1) , •7° 	K, Avq:.-_, A.A;ADMMIITVigai 

-4-  z M=.0)tr-LNii-M131A 	AtiNM=.19)7J-  V ^z7°- K8 ck rfEIVAINk t 

xiiiV,MzMIElopti-LE11ii-M1313/atiNMEI0D7JIVKA 

t, gli3klalt:._,Eao)*M1iAtttri,Mi-a3-3•0 

Elii5R*3] M--0)711 ,),'')'.. KLME07JIVII-:'ff-ttl.-ZquitGaliMIx 

Eilt.,:(3tihtILIECA-CREIMixt 	i,L- J1-zf-ri`,00)114tcaLthof-r`L 

Igei-M01 -gay., M=a)7J1Vig-KLMINo7J1V -Irett. 

TAufassa,kkMxic4z_M-Tzii-̀ 1,121KoliOtt ti3140)ti-VgAii -agli`L 

-gv, p3 	1A 2  6Z.-32,Ni,O*IiAttir-UFAC13-}0 

Ca***41 M-02-JIV -7° 	Kottoge-a3,13,fiLL75<-Fga (al) — (all) 75`632. 

I,ftt,ZL\ Til,b\ 0)7z I REN1)\ 6 ts z HtEDR 	-gi-TAtt,BecaVil 

ft 1,v._-  41, LII-VgnizRMottLEM-Ef5fiLL 	ate, M=a)71tH)/7° 	K 

ot-riMe-MilfileTta (bi) — (bii) b\631..tai-Lzovn, 75\ 07 z 

I OgidIU lib\ 6tszH0cDRA-tiNti-Vge-E-15311L- 	tc az_ ': 4-  I. LIARg0/9izlq 

-4  opir-age -mrsili 	,;h5RIA 3 (Zilagt,0 27.  MtiAitti-EReci 

#02*21 -1 s ii^n ̂ CD # 
M-zwmm^wzzwz T±m^tmiQ&% MOMI H wm i^ns r 

tLCDy/m&^wzmcjw (Liq) ~ (iq) n±&m^^m^co 
.H ^vCi^Q)-^ 

¥ 3 yaoliH <* n <b ^ [Mil np 
(lie) ~ (IB) ^WisPGo-sg OMr£f|] 

^ 3}flS^H uf GOtjTl ̂ ̂ £ f|H 0 TO <2:4- & -1 £ HxH MM W^.3r 
nz&d ±£w(\)¥CDm%?d ^A^^^CD-M 
witm -i £ wucom £ 4^1 ± Hxi^su wws?i --/lis 
xmmwMwvtZrVtz&d ±A V n ^.H ^ V ri&CD-%% [eii^»i] 

°^^mmm\'mm^cDm^ i ami *Q 
e.%.H ±A^(I&CDMMQ^T^^m^COMm2£MM%±®x 

^yfi £'<2>=gvT»^3^^inff<2>rg£4-
Vri/2?K \s ^vrijPQ9 = ̂a^^?>^ 

WMffT^CO Hgg <2: i-Hi^I 3: i HXI ̂ ¥ /.•O t & i S 
XI^SMTOTSPd ^yfi o*0)-|ga^5^°^iHff<2>-g<2: 
4HI1I 2 ± Hxi g S&OTrqu-Sfl -I £ /.•a T SP i Hxi g HI»W [zli^lf] 

J-IH^ni^^lf(ex-j)iHXlllllMWl'^^S1an^^( 
0V-lV4/dd-92a4/0>l-69V4)^:Mi^*=£4J^IflI^£^9^Z.9 
i = ^somar^ifH^^ ̂991^991 = 

4i*3a#»£4m^^i»G0±0IIIASg@lOT 
¥$CD~m<2±WM%iSXlSIWTSP <2r 

43H1I 2 i Sxm ® MWiq>l'©?1 '4- £ /.•O T SP i HXI M HI W&W [ lli^lf] 

H§io)^ii 

98^9L0/TT0Zdf/13d 9LIL9Q/ZIQZ OA 
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(a1) gEN*1-4 : 75, 	76, 	77 	(Q100F1$14CDR) 	(,:.:Eili,a)F1$14CDR1, 	2, 

30)7 Z I Rg2,M -  z Y--age-a3ma, 

(a2) gO_I*1-4 : 78, 	79, 	80 (Q31001-1$14CDR) 	(ZER40)H$14CDR1, 	2 

, 30)7Z i OHM 	Zti-EIFIlii-a3,13'fiC, 

(a3) gEN* I-4: 81, 	82, 	83 (Q64001-1$14CDR) 	(ZER40)H$14CDR1, 	2 

, 30)7Z i OHM 	Zti-EIFIlii-a3,13'fiC, 

(a4) gEN* I-4: 84, 85, 86 (Q8500FINCDR) (ZER40)H$14CDR1, 2 

, 3007Z JOHEMZtr-LIFIlii-a3111341C, 

(a5) gEN*1-4 : 87, 	88, 	89 (415300Ht4cDR) 	6ziEet,a0H$14CDR1, 	2 

, 30)7Z i OHM 	Ztr-LEIlii-a3IN'fi'L. 

(a6) gEN# 1-4 : 90, 	91, 	92 (435400FINCDR) 	t:.-.1,Bec(Htl4CDRi, 	2 

, 30)7Z JOHEM - Ztr-LIFIlliag3i1C, 

(a7) A2 1_1# 1-4 : 93, 94, 95 (Q3600)HMCDR) t:.-_,EimmcDRi, 2 

, 30)7Z i OHM 	- Ztr-LEIlii-a31113'fiC, 

(a8) gEN# 1-4 : 96, 	97, 	98 (440500FINCDR) 	t:.-.1,BecoHtl4CDRi, 	2 

, 30) 7 Z i OtI2,M - Zir-I,Eea%ii`L. 

(a9) gEN* I-4 : 99, 	100, 	101 	(Q4580)Ht4CDR) 	6:.-..ENCO0HNICDR1 

, 2, 30)7Z I RNA 	- Ztr-LEjli-a53'fiC, 

(a10) gEN* I-4: 102, 	103, 	104 (Q46000Ht4CDR) 	(ZER40)H$14CDR 

1, 2, 30)7-Z i g3M2,M -  ZARAi-8-5341, 

(a11) gEN* I-g-  : 105, 	106, 	107 (Q49900Ht4CDR) 	t:Eili3O)Htl4CDR 

1, 2, 30)7 Z i RgUI_I -  Z th-Jge-8-5341C, 

(b1) goi#,41 : 108, 	109, 	110 (J2320H$14cDR) 	6zEa0FIE4cDR1 

, 2, 30)7Z I RNA 	- Ztr-LEjli-a53'fiC, 

(b2) g2,M#'-4' : 111, 	112, 	113 (J2590H$14cDR) 	t:Ea)H$14cDRi 

, 2, 30)7Z I RNA 	- Ztr-LEjli-a53'fiC, 

(b3) g2,M#'-4 : 114, 	115, 	116 (J2680FOCDR) 	t:.:Ea)Htl4CDR1 

, 2, 30)7Z I RNA 	-Ztr-LEjli-a53'fiC, 

WO 2012/067176 76 PCT/JP2011/076486 

(al) : 75, 76, 77 (Q10HIICDR) IC§E*6©H$1CDR1, 2, 

3(D7$ 

(a2) : 78, 79, 80 (Q310HIICDR) IC§E*6©H$1CDR1, 2 

(a3) IB^y#^ : 81, 82, 83 (Q640HIICDR) tC§Ei6(£>HflCDR1, 2 

(a4) IB^y#^ : 84, 85, 86 (Q850HIICDR) tC§Ei6<£>HflCDR1, 2 

(a5) IB^y#^ : 87, 88, 89 (Q1530HHCDR) tC|Ei6©H|lCDR1, 2 

(a6) IB^y#^ : 90, 91, 92 (Q3540HHCDR) tC|Ei6©H|lCDR1, 2 

(al) 13^#^ : 93, 94, 95 (Q3600HftCDR) HIES©H|ICDR1, 2 

(a8) IB^y#^ : 96, 97, 98 (Q4050HHCDR) tC|Ei6©H|lCDR1, 2 

(a9) IB^y#^ : 99, 100, 101 (Q458CQHflCDR) tC|Ei6©H|lCDR1 

, 2, 

(a10) 13^]#^: 102, 103, 104 (Q4600HHCDR) tC|Ei6©H|lCDR 

1, 2, 3C0T$ J •SJnJ^p'n nlMu, 

(a11) lfl^y#-*§- : 105, 106, 107 (Q4990HHCDR) tC|Ei6©H|lCDR 

1, 2, 3COT$ J •SJnJ^p'n nlMu, 

(b1) lfl^y#-*§- : 108, 109, 1 10 (J2320HHCDR) tC|Ei6©H|lCDR1 

, 2, 

(b2) SB^J#^:111, 112, 113 (J2590HHCDR) tC|Ei6©H|lCDR1 

, 2, 

(b3) IB^J#^:114, 115, 116 (J2680HHCDR) tC|Ei6©H|lCDR1 

, 2, 3©;p$y®SBB^y£#r£ftJ!^SMiK 
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(b4) gEN*1-41  : 117, 	118, 	119 	(J3000)Ht4CDR) 	(ZER40)1-1$14CDR1 

, 2, 30)7Z I REM 	-Ztr-LIgeca3M'fiLL, 

(b5) gEN*I-4 : 120, 	121, 	122 (J3210)Ht4CDR) 	t:.:BER40)Htl4CDR1 

, 2, 30)7Z I REM 	-Ztr-LIgeca3M'fiLL, 

(b6) gEN*I-4 : 123, 	124, 	125 (J3260)Ht4CDR) 	(:.:Eili3O)144CDR1 

, 2, 30)7Z I REM 	-Ztr-LIgeca3M'fiLL, 

(b7) gEN*I-4 : 126, 	127, 	128 (J3270)Ht4CDR) 	(:.:Eili3O)144CDR1 

, 2, 30)7Z I REM 	-Ztr-LIgeca3M'fiLL, 

(b8) gEN*I-4 : 129, 	130, 	131 	(J3390)Ht4CDR) 	(ZER40)1-1$14CDR1 

, 2, 30)7Z I REM 	-Ztr-LIgeca3M'fiLL, 

(b9) gEN*I-4 : 132, 	133, 	134 (J3440)Ht4CDR) 	6:.:Eili3O)144CDR1 

, 2, 30)7Z I REM 	Ztr-LIgeca3M'fiLL, 

(b10) gEN*1-4 : 135, 	136, 	137 (J3460)Ht4CDR) 	t:.:BER40)Htl4CDR 

1, 2, 30)7Z i REM 	-Ztr-LEjlia3iNitc, 

(b11) gOli# 1-41  : 174, 	175, 	176 (J1420)Ht4CDR) 	6:.:Eilt,0)144CDR 

1, 2, 30)7Z i REM 	-Ztr-LEjlia3iNitcc. 

[1,4**51 M-oti) ,..7'z' 	Ka)tiageaViCeTE (a1) - (a11) 75\ 6314 

att.ZOTtLIJNO)77 Z J REM 5\ 6 is z Fi$141_,IRIA 	-A-vf-Ajgallia 

3Miii 	tc l, 	t. LAWYgt:.-..P]ottLEIlii -a301i1A-a.i., M=0t   1) 

.7O 	K OttOge-a3MitLeT,E (b1) - (b11) /3\ 6ilitStLZ 1iNT4-03\ 

a) 7 Z I REM /3\ 6 tsZ1-1$14_'1AtigtiNti-VgAi-a3Mlii 	tcl, a' 'L 

L ARO'g t:.-.. PM Otr-Oge-a3MIA 	Z ilit3RIA 3 6::-Ea0)*MliAtt 

ttLINii-a3 

(al) 	gEN*1-41  : 35 (Q1 adtIMVAX) 6:.-_,EaoHtIMV3Ati0) 7 

z i RgOlit Z t-r-Lme-a3Miii, 

(a2) gOIJ*1-41  : 36 (Q31 opl-IWA_Rq±A) t:.-_,ENCOH$14_JIAtia) 

7 2 I REM 	Zt-r-mtlii-a3m,fii, 

(a3) gOIJ*1-41  : 37 (Q1 adtIMVAX) 6:.-_,EaoHtIMV3Ati0) 7 

WO 2012/067176 77 PCT/JP2011/076486 

(b4) IB^|#^:117, 118, 119 (J3000HHCDR) tC§Ei6<£>HflCDR1 

, 2, 

(b5) : 120. 121. 122 (J3210HHCDR) tC§Ei6<£>HflCDR1 

, 2S 

(b6) : 123. 124. 125 (J3260HHCDR) tC§Ei6<£>HflCDR1 

, 2S 3(D7$;mm*^tz>$Km$^ms 
(b7) IB^y#^ : 126. 127, 128 (J3270HHCDR) tC§Ei6<£>HflCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(b8) IB^y#^ : 129, 130, 131 (J3390HHCDR) tC§Ei6<£>HflCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(b9) IB^y#^ : 132, 133, 134 (J3440HHCDR) tC§Ei6<£>HflCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(b10) IB^y#^ : 135, 136, 137 (J3460HHCDR) tC|Ei6©H|lCDR 

1, 2, 3(D7$;mm*^tz>$Km$^ms 
(b11) IB^y#^ : 174, 175, 176 (J1420HHCDR) tC|Ei6©H|lCDR 

1, 2, 3(D7$;mm*^tz>$Km$^m0 
[i*^ii5] vmmm^mftTm (aD ~ (ai D 

tftl•?> \j^~ftift(D7 $ y IIIB^y ft ib ft&Hff 

£ tc ti d tl «>:m ffi W tC mm(Dft; W>—(Dzfs 'J /< 

7°^ (b1) ~ (b11) ^^Mti'tl^lN-rtl^ 

<D7$ JniB^y ftbt^w$m^m*#£tc&zn 

(al) 13^#^: 35 (Q1©H$iRr^$) tClEi^HflqT^Iii© 7 

(a2) IB^y#^:36 (Q31 ©H^RT^J^) tClEi^HflqT^Iii© 

(a3) 13^#^: 37 (Q1 ©HURT^I^) tClEi^HflqT^Iii© 7 
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Z i n'aE M C 	Z trE E. ei -a D341, 

(a4) EN* I-4 : 38 (Q850)1-ItiM_Rill) t:Eirog)Hti4T:M_',110) 

7 Z I RgEN 	1-  Z time-a3ma, 

(a5) gOil*I-4 : 39 (Q15301-ItIMVait) 6.-_,Eaa)Ht14 -Vik±510) 

7 Z I RgEN 	1-  Z time-a3ma, 

(a6) gEN*1-41  : 40 (4354a-ItIMIcqt1) r.-_,EjiadtAui vimo 

7 Z I RgEN 	1-  Zii-oge-a3,13a, 

(a7) gEN*1-4 : 41 (Q36001-ItIMVait) 6.-_,Eaa)Ht14 -Vik±510) 

7 Z I RgEN 	1-  Z time-a3ma, 

(a8) gEN*1-4 : 42 (Q4050)FltIMVait) 6.-_,Eaa)Ht14 -Vik±510) 

7 Z I RgEN 	1-  Z time-a3ma, 

(a9) gEN*1-4 : 43 (Q4580F1t7ViRtA) I,: 	 Ea 0)HtVAll a) 7 

Z i n'aE M C 	z tit E. Ai -a,53a, 

(a10) gEN*1-41  : 44 (Q4600)14M1A) 

a) 7 Z I REM A-  Z time-a3ma, 

(all) l ) 	gEN*1-41  : 45 (Q4990)14M11A±A) 

a) 7, I REM A-  zii-zea3ga, 

(bi) 	gam*,4 : 46 (J23201-ItIMVait) 

r.:EQCODHEMVX 

r.:EQCODHEMVAX 

r.-_,Eaa)Ht14 -Vikita) 

7 Z I RgEN 	1-  Z time-a3ma, 

(b2) gEN*1-4 : 47 (J2590)HtIMVait) 6.-_,Eaa)Ht14 -Vikit0) 

7 Z I RgEN 	1-  Z time-a3ma, 

(b3) gEN*1-4 : 48 (J2680)HOMVal) 	 r.:EilZODHtiCA_';1151 OD 

7 Z I RgEN 	1-  Z time-a3ma, 

(b4) gam*,4 : 49 (J3000)HtIMVait) 6.-_,Eaa)Ht14 -Vikit0) 

7 Z I RgEN 	1-  Z time-a3ma, 

(b5) gam*,4 : 50 (J32101-ItIMVait) 6.-_,Eaa)Ht14 -Vik±510) 

7 Z I RgEN 	1-Z ii-oge-a3,13a, 

(b6) gEN*1-4 : 51 (J3260)HtIMVait) 6.-_,Eaa)Ht14-Vikit0) 

WO 2012/067176 78 PCT/JP2011/076486 

(a4) : 38 (085©H^RT^^) iztmnrnvs^mo 

(a5) i3^ys^:39 (0153©H^RT^^) iztmnrnvs^mo 

(a6) : 40 (0354©H^RT^J^) iztmom^^mo 

(a7) : 41 (O360©H^RT^^) K§B*6©H$iRr^$© 

(a8) iB^y#^: 42 (O405©H^RT^J^) iztmom^^mo 

(a9) 13^#^: 43 (0458©H^RT^J^) lZtm<Dm^^m(D7 

(ai0) iB^y#^: 44 (Q4600Hiiqr^iJi) iztmom^^m 

(aii) iB^y#^:45 mmm$m^.w.rn iztmnmvs^m 

(bl) IB^y#^:46 (J2320H|Iqr^IJi) iztmnrnvs^mo 

(b2) : 47 (J2590H|IpT^IJi) K§B*6©H$iRr^$© 
T7 $ J IIIB^y Z M t £ 
(b3) IB^y#^ : 48 (J2680H|IpT^IJi) K§B*6©H$iRr^$© 

T7 $ J IIIB^y Z M t £ 
(b4) IB^y#^ : 49 (J3000H|IqT^IJi) K§B*6©H$iRr^$© 

T7 $ J IIIB^y Z M t £ 
(b5) 13^#^: 50 (J3210H|IpT^IJi) K§B*6©H$iRr^$© 

T7 $ y niB^y £ # f £ 
(b6) IB^y#^ : 51 (J3260H|Iqr^IJi) iztmnrnvs^mo 
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7 Z i REM 	Z ti-Miii-ag3a, 

(b7) g01_1# 1-4 : 52 (J3270)Ht14_'1A±A) t:.-_,EaoH$IMV,Atia) 

7 Z i REM 	-Zti-EIWAiii-a3IN'fiC, 

(b8) gEN# 1-4 : 53 (J3390)Ht1 -Vati) t::_,E$S0OH$141PkilAil0) 

7 Z i REM 	Z ti-Miii-ag3a, 

(b9) gEN# 1-4 : 54 (J3440)1-1 -Vail) 6:.-_,EaoH$14ipkilAila) 

7 Z i REM 	-Zti-EIWAiii-a3IN'fiC, 

(b10) gaM# 1-41  : 55 (J3460)HMVX) t::_,E$S40)H$IMVAII 

a) 7 Z i REM 	Z YE EN *ii-Ei 1311311C, 

(b11) gEN*-14 : 172 (J142a)FltAVail) t:Eili,a)HM-kilAtpl 

a) 7 Z i REM 	Z YE EN *ii-Ei 1311311C

ii-  

. 

[1,4**6] -0)t')''.7°M 	KLMna)t ,), 7° 	Kt:.-.. -A-V-LZti-Vgeca3glii 

e-FE (c1) - (c10) /3\ 631.16St1.ZoTt1.b\0)7Z iRgUilb\ 6ts 

z 314CDR 	-•A-tiNtragei-a7VIL 	tc l, 	a tt. LIARO'gt...171ottage-ag3 

fiLL -A-tiN, git3RIR 3 t:.-_,Eaa)*ffiliAtti-Vge-a3T 

(ci) 	gaM#-141  : 138, 	139, 	140 (L20314cDR) 	6z,Eili,a)314CDR1, 

2, 30)7 Z i REA 	tZtl--LENei-a3mitc, 

(c2) god#'-4 : 141, 	142, 	143 (L450314cDR) 	t:.-_,E$S40)314CDR1 

2, 30)7Z i REM 	-Zti-EIgel-a3IN'fiC, 

(c3) gEN*-14 : 144, 	145, 	146 (L2480)L 14CDR) 	t:.-_,Eaa)314cDRi 

2, 30)7Z i REM 	Zti-EIgel-a3IN'fiC, 

(c4) gEN*-14 : 147, 	148, 	149 (L3240)L 14CDR) 	t:.-_,Eaa)314cDRi 

2, 30)7Z ingMEN -Zti-EIge-a3m,fiC, 

(c5) gaM# 1-4 : 150, 	151, 	152 (L3340)L 14CDR) 	t:Eili3O)314CDR1 

2, 30)7Z ingMaN -Zti--age-a3m,fiC, 

(c6) gEN# 1-4 : 153, 	154, 	155 (L3770)L 14CDR) 	t:.-_,Eili,a)314cDRi 

2, 30)Z i REM 	-Ztl--OWNAi-a3m,fi`L, 7 

(c7) gaM# 1-4 : 156, 	157, 	158 (L4040)L 14CDR) 	(,:.:Eili,a)314cDRi 
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7$ Jm&mzMt% 
(b7) : 52 (j3270Hiipr^ui) iztmnrnvs^mo 

(b8) : 53 (J3390H|Iqr^IJi) iztmnrnvs^mo 

(b9) : 54 (J3440H|Iqr^IJi) iztmnrnvs^mo 

(bie) i3^ys^:55 (j3460Hiipr^ui) iztmnmvs^m 
(D7$ 

(bi 1) : 172 (ji420Hiipr^ui) iztmnmvs^m 
(D 7 $ J £ M t z> ft 

[i*^ii6] n=(Dtf >j^7°? Ftrnmotf 'j^7°^ 
^TIE (c 1) ~ (c 10) yi£IB^|frP>& 

mm%3 = 
(c1) : 138, 139, 140 (L20LHCDR) tC§Ei6<£>UlCDR1, 

2, 3(D7$;mm*^tz>$Km$^ms 
(c2) IB^y#^ : 141, 142, 143 (L450LHCDR) tC§Ei6<£>UlCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(c3) IB^y#^ : 144, 145, 146 (L2480LHCDR) tC§Ei6<£>UlCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(c4) IB^y#^ : 147, 148, 149 (L3240LHCDR) tC§Ei6<£>UlCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(c5) IB^y#^:150, 151, 152 (L3340LHCDR) tC§Ei6<£>UlCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(c6) IB^y#^:153, 154, 155 (L3770LHCDR) tC§Ei6<£>UlCDR1 

, 2, 3(D7$;mm*^tz>$Km$^ms 
(c7) IB^y#^:156, 157, 158 (L4040LHCDR) tC§Ei6<£>UlCDR1 
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2, 30)7 Z I REM 	Zti-EIFIii-a53'fiC, 

(c8) gEN*1-4 : 159, 	160, 	161 	(L4060)314CDR) 	t:.-..ENC,0)314CDR1 

2, 30)7 Z I REM 	Zti-EIFIlii-a53'fiC, 

(c9) gEN*1-4 : 137, 	138, 	139 (L4080)314CDR) 	t:.-..ENC,0)314CDR1 

2, 30)7 Z I REM 	Zti-EIFIlii-a53'fiC, 

(c1O) 	gEN*i-4: 177, 	178, 	179 	(L1800)L 14CDR) 	t:.-..ENC0)314CDR 

1, 2, 30)7 Z i REM 	-Zti-EINii-a53'fiCc. 

[1,4**7] ME107J1 ') i'•7° 	KLMIE10)7J1 '), 	Kt:.-_ -A-V-LZti-Vge-a3Miii 

eT,E (c1) — (c10) /3\ 6ilitStt.ZOTtt.b\ 0)7Z /REM/3\67's 

z134_1Ati 	A-  tiNtr-Oge-a3MIA 	tc i, z: tt. LAG  R Oig t:.= PM a) YE  E. 

el-a,,131iig-tiN, got* *3 t...ENC,0*ffiliAttri,Meca  

(cl) 	gOIJ*1-41: 56 (L2a)131MVAX) t:.-_,ENC0131MVAtio7 

z i REA 	t Z ti-ania3Ma. 

(c2) gOIJ*1-41 : 57 (L450)L 10A_JIAti) t:.-_,ENC01314_JIAtia) 

7 2  IRMA 	Zti--amiii-ag3fiLL, 

(c3) gOIJ*1-41: 58 (L2480)314_1A±A) t:.-_,Eo)131MgMtia) 

7 2  IRMA 	zti--Lmtlii-ag3fiLL, 

(c4) g01_1#1-41 : 59 (L3240)314_JIAti) t:.-_,EoLtIMV,Atia) 

7 Z IRMA 	-Zti--amiii-ag3fiLL, 

(c5) gOIJ*1-41: 60 (L3340)314_1A±A) (ZENCODLtIMVAX0) 

7 2  IRMA 	Zti--amiii-ag3fiLL, 

(c6) gOIJ*1-41: 61 (L3770)314_1A±A) t:.-_,Eo)131MgMtia) 

7 Z IRMA 	-Zti--amiii-ag3fiLL, 

(c7) g01_1#1-41 : 62 (L4o4a)314_JIAti) t:.-_,EoLtIMV,Atia) 

7 2  IRMA 	Zti--amiii-ag3fiLL, 

(c8) gOIJ*1-41: 63 (L4060)L 14_1A) t:.-_,EoAtIMVAtio 

7 2  IRMA 	Zti--amiii-ag3fiLL, 

(c9) gOIJ*1-41: 64 (L4o8a)314_JIAti) t:.-_,EoLtIMgviAtia) 
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, 2, 

(c8) I3^U#^:159N 160, 161 (L4060LHCDR) tC§Ei6<£>UlCDR1 

, 2S 

(c9) : 137. 138. 139 (L4080LHCDR) tC§Ei6<£>UlCDR1 

, 2S 3(D7$;mm*^tz>$Km$^ms 
(c 10) I3^y#^ : 177. 178. 179 (L1800LHCDR) tC|Ei6©L|lCDR 

u 2S 3(D7$;mm*^tz>$Km$^m0 
[i*^ii7] n=(Dtf >j^7°? Ftrnmotf 'j^7°^-

^TIE (c 1) ~ (c 10) 

£ m z # t tc & c n ̂  mm w iz n m <D ft n 
t>\ tClEtScCD^tt^S'^ftJ^^-g-^^ : 

(c 1) i3^y#^:56 d2(Dim^^m) iztm(Dim^^m(D7 

(c2) I3^y#^ : 57 (L450L|Iqr^IJi) K§E*6©UlRr^$© 

(c3) I3^y#^ : 58 (L2480L|Iqr^IJi) K§E*6©UlRr^$© 

(c4) IB^y#^ : 59 (L3240L|Iqr^IJi) K§E*6©UlRr^$© 

(c5) E^y#^: 60 d334(Dim^^m) iztm(Dim^^m(D 

(c6) i3^y#^: 61 d3ii(Dim^^m) iztm(Dim^^m(D 

(c7) I3^y#^ : 62 (L4040L|Iqr^IJi) K§E*6©UlRr^$© 

(c8) I3^y#^ : 63 (L4060L|Iqr^IJi) K§E*6©UlRr^$© 

7 $ J IIIB^y Z M t £ ftH^SBte. 

(c9) I3^y#^ : 64 (L4080L|IqT^IJi) K§E*6©UlRr^$© 
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7 Z I OgMEN -  ZtiMiliag3Iii, 

(c10) 	g01_1# 1-41  : 173 (Li800LtIMVAX) t:.-_,ENCoLtIMVAX 

a)7 Z 1 OgMEN -  Z ti-amii-a3ma. 

[ it**8] -,3_ 6 6:.-_M-8,trieM 	0)711 ') 	7° 	K 75q-Al2tKoH$147f*q±5.1 	A-a). 

, ME8ckveME10)7J1,), 7° 	K75q-Al2tKoL$147f*q±5.1 -A-tiN, got* 

*3 6:.-_,Eaa)*wtixttti-age-a3. 

[ it**9] m-8 ckveM=0) t 1 ) /'•7° 	K75qtvi2tKoH$147f*q±5.1 -A-a-)., ME 

8 ct veMna) t I) 	7° 	Kettvi2tKoLtrZWatAgtilit**3 t::_,E 

azo*slixttt-r-ani-a3 --e -D -c, 	-,3_ 6 t:.-..MEa)7J1 I) /'•7° 	KL 

Q0)7') 	7° 	Kelti&1314--eZ, git3RIA 3 t:Eili,a)*ffiliAtt 

ttLIgel-a3•. 

[got**10] M-0)7J1,), 7° 	Ke-FE (d1) — (d6) a) 	)1.-7°75\ 631.1tStLZ 

oTtLi3No7Z 10HENtc6 -F,la (d7) — (d9) a) 	)1/-7°13\ 632. 

tStLZ 0 Ttt./3\ 0)7 Z I 0 3MaN 13\ 6 tsZttyptKoH$14-ZWiRtAga)., 

=a)t I) / -7° 	Ke_hEM-0)7J1 I) /7° 	KL 1, AtsZ 	)1.-7°75\ 

6 ilitStt. Z 0 Ttt./3\ 0)7 Z I n'aUdiJN 6 tsZttyptKoH$14-ZWiRtA-A- 

v, got 3RIA 8 	7-,c_-  l, 	9 t:Eili,a)*ffiliAttti-Vgea3 

(d1) gEN#i-4 : 65 (G4k) t:.-_,EAMH$147f*q±51, 

(d2) gEN#i-4 : 66 (z7) t:.-_,ENCoFitr/f*q±5-1, 

(d3) gaM# 1-4 : 67 (z55) t:.-_,ENC0Fltr/fg-W5-1, 

(d4) gEN#i-4 : 68 (z106) t:.-_,ENC0FltrZglIAX, 

(d5) gog#,4 : 69 (z118) 6:.-_,EAMH$147f*q±51, 

(d6) gog#,4 : 70 (z121) 	t:.:ENCODFItIttg'ilA15-1, 

(d7) gEN# 1-4 : 71 	(G4h) (ZEik,0)11$14-ZWA151, 

(d8) gOli# 1-41  : 72 (z107) 6:.-_,EAMH$147f*q±51, 

(d9) gog#,4 : 73 (z119) 	t:.-_,Eili,a)H$14-Zgq±5.1°  

[got**11] MELMElot ,), 	Ke-Fga (e) 0)77 ZiRgEN75`61'SZtA 

12tK a) 3147f gilAt5-7A gtiN, git 3RIA 8 	tc_-  i, 	9 t:Eili,a)*ffiliAtttLE, 
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7 $ J * M t *> 
(ci0) : 173 

(D 7 $ J £ M t Z> ft 
;£lI8] 3 £blzM—fc£XfM-(D7fs 'J ^7°^ 

ii3 
3019] m = 

'J s<7°31 K^ftfr©L|I^^IJi^#^I*^lI3 telE 

Mmotf 'j s<7°^ i*^ii3 tciE®(D&mftmfe 

ftj^pn^i1 o 

30110] m-0)^'J^7o^ Ktf~F§E (d 1) ~ (d6) (D?)l>-7°fr ZMtftlZ 

^ttlft(D7$ yillB^S/ctiTIE (d7) ~ (d9) (D?)l>-7°fr ZM 

l£tl£^Ttlfr<D7$ y MEZ&lfr Z &£ftl*0 

m~(D^'j^7o^ K^±Idm-(D^'j^7o^ 

t>mi£tiz^rtifr<D7$s niB^y & z & £ ft <* 0 £ # 

£\ I*^II8S/cti9tC|Ei6©#ttf#Sttft^^^ : 

(d 1) 13^#^: 65 (G4k) KIEi^Hfl^^Pl 

(d2) IB^y#^ : 66 (z7) KIEi^Hfl^^Pl 

(d3) IB^y#^ : 67 (z55) KIEi^Hfl^^Pl 

(d4) IB^y#^:68 (z106) KIEi^Hfl^^Pl 

(d5) 13^#^: 69 (z118) KIEi^Hfl^^Pl 

(d6) 13^#^: 70 (z121) KIEi^Hfl^^Pl 

(d7) : 71 (G4h) KIEi^Hfl^^Pl 

(d8) 13^#^: 72 (z107) KIEi^Hfl^^Pl 

(d9) 13^#^: 73 (z119) K§E*6©H$i£?j^$0 

30111] m=tme3(D^<J^7°^ K^TBE (e) ®:P$yi£IB^|fr£>&£ft 
w<DLm^n^m^h\ tmmsttz&9izimo^m^m'MKw. 
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Ai-a3i. 	: 

(e) 	ge,M*I-4 : 74 (k) t:.-_,Eili,a)341- rvAtIo  

ut**12] 	M-107J1 ,), 7°.  Kff-FE (a1) — (a14) 75\ 6iitatt.z1, T1-05\ 

oftLI4c1-1tWA-wy., M=opt ,)//q-  Kff-Fria 030 — (:112) Yp 632. 

tStLzoTtLIJNoth-,14KH$14 -ggi-, ME07it' ,),-1 	K L MEI 0D7J1H) 

.7°- 	Kff-F,E (ci) — (c10) 13\ 631itSt.zo-44-LbNot-A14K314 -A- 

t, 	t-,1,5RIR 8 	tc tg 9 G:.-.. Eirog)*,' a*P.ft#A-,Ni-a3- 	: 

(a1) 	'MN* i-4 : 1 	(Q1-G4k) t::_gEili3O)7 Z i OHENIP 6 tszt-r-rio 

$14, 

(a2) 	gERI* 1-4 : 2 (Q31-z7) 	tz_gailC0 -7,Z i RgERI/P 6 4t:Ziji,i4K1-1 

$14, 

(a3) 	AEM*1-41  : 3 (Q64-z55) t:.:Ea0)77 Z i Ogtge,MbN 6 tSZttvf* 

Ht14, 

(a4) 	MN* i-4 : 10 (Q64-z7) IZENZOD7Z iggtgaMbN6fSZtA1* 

HL 

(a5) 	gERI* 1-4 : 11 	(Q85-G4k) t:_lair4077 -Z IPPEN75";td:Ziii, 

14K HO. 

(a6) 	AEM* 1-41  : 12 (Q153-G4k) 	t:Eilt,0) 7 Z.-- ingMEN75\ i- tsZtti, 

14c HO. 

(a7) 	MN* i-4 : 13 (Q354-z106) 	t:.-_AE1,1i,o) 7 Z i MEM 13\ 1.,'D ts z 

ttL14c Fl EC 

(a8) 	laR1*-14 : 14 	(Q360-G4k) 	tz. gaiio) 7 .E.-.--.: i M§aR175\ i'icjZfi-j, 

4FI, 

(a9) ne,N#i-4 : 

ttv14cHE, 

(a10) fie,M# '4 : 

15 (Q360-z118) tz.-_,EiSco 7 Z i MAEMIJN i; tsz 

16 (Q405-G4k) tz.16$,O) 7 Z i AHENIJN i;tsz 

#t1 HO, 

(all) l ) 	nam*-ig- : 17 (Q458-z106) tZ.:BEg,0 7 -.Z i Mige,N75\ 6 tsz 

(90Lz-89t7O) LI • -^SfiiSS (lle) 
VIIHTO 

^03*2121 oit7o-90K)) 91 •• %sr^sa (0113) 
"wwtm 

iwmr ^02*21-1 (8iiz-09so) gi^sr^sa (6^) 

vtZXfCtKVtemW $JLC0m£i-1 (>(170-0900) Pi •" -^#^21 (8B) 
VMIHTO 

^02»2IH (90Lz-t79£O) £1 = ^#li£0S UB) 
vIiH^ 

•}£W <tm&wmr $ d-Com^i -1 (%0-£9lO) 21 :-^§[i43l (9B) 

^d.com^i-1 w-980) u---§-#^si m 
vMiH 

WgWbsVMVMfflf Uz-1790) 0i:-i^#[i43l (P*) 
m 

WgWbsVMVMfflf (99^-1790) £ : ^SIi£0S (£B) 
vMf 

Hwytwbyvtemmf ^dcom^i u2-im z-^mm (ZB) 

9 ̂fi^SIII r $ ̂02>2§H (%0-lO) L : -^Sfi^SI (lB) 

•• 6^18 imm KQ 
(01°) ~ (1°) 2§i^.H^0£v 

fi jPOEa^^.H ^yfi ̂C0=m Up 
(ziq) ~ (iq) 

(17LE) ~ (LB) ^o£vfio*'0-§f [2Lll^»I] 

1^1^11103*2111 Ol) PL • ^mtem (a) 
= 

98WI0m0Z<il713<I 38 9LIL9QIZWZ OAV 
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tA 14K Fl $14, 

(a12)  

tA 14K Fl $14, 

(a13)  

tA 14K Fl $14, 

(a14)  

tA 14K Fl $14, 

(b1) 

gaM# 1-41  

gEN*1-41  

gaM# 1-41  

gaM# 1-41  : 

: 18 (Q460-z121) 6:ENC,0777 -Z i RgaM75` 61'S Z 

: 19 (Q499-z118) 	6:.=.20777 Z iRgaMb`61-SZ 

: 20 (Q499-z121) 	t::_,E$S40)77 -Z i RgaM75` 61'S Z 

4 (J268-G4h) t:.-_,Eik,a) 7.z ignam75\ 6 tszth-, 

14KFI$14, 

(b2) gaM# 1-41  : 5 (J321-G4h) t:Eilt,a) 7 z iRgEN75\ 6 tsZth`, 

1* H$1$, 

(b3) gEN*1-41  : 6 (J326-z107) t:Eili,a) 7 Z innaM75`61-SZtA 

14K Fl $14, 

(b4) gEN*1-41  : 7 (J344-z107) 6:Eili3O)77  Z innaM75`61SZtA 

14K Fl $14, 

(b5) gEN*1-41  : 21 (J232-G4h) (ZERO) 77 Z ingMEN75\ 6 tsZtti, 

1* H$1$, 

(b6)  

t-A14KFI$14, 

(b7)  

th`,14KH$14, 

(b8)  

t-A14KFI$14, 

(b9)  

t-A14KFI$14, 

WM 

tA 14K Fl $14, 

(b11) 

gaM# 1-41  : 

gam#24 : 

gam#24 : 

gam#24 : 

gEN*1-41  

gaM# 1-41  

22 (J259-z107) 6:.-_,Ei607z jRgam75\6tsz 

23 (J300-z107) 	t:.-_,Eili,077zingMEN75\67`sz 

24 (J327-z107) 6:.-_,Ei607z jRgam75\6tsz 

25 (J327-z119) 6:.-_,E6077z)pgam75\6isz 

: 26 (J339-z119) 6:.:BER0777 Z i RgaM75` 61'S Z 

: 27 (J346-z107) (ZENC,0)77 Z i RgaM75` 61'S Z 

WO 2012/067176 83 PCT/JP2011/076486 

ftfrHfl, 
(a12) : 18 (Q460-z121) KIE**©^ JI£BB^Ifr£>&£ 

ftfrHfl, 
(a13) IB^S^:19 (Q499-z118) KIE**©^ JW-WMfrbtHZ 

ftfr H|I% 

(a14) BB^I#^ : 20 (Q499-z121) KIE**©^ y^BB^fr 

ftfrHfl, 
(b1) BB^I#^ : 4 (J268-G4h) KIE**©^ J I£BB^Ifr£>ft£ft 

(b2) IB^y#^ : 5 (J321 —G4h) £§B*6©7$ £&£ft 

(b3) BB^I#^ : 6 (J326-z107) KIE**©^ J ItlB^Jfr^&£ft 

(b4) IB^y#^ : 7 (J344-z107) £§E*6©7$ y^BB^fr £&£ft 

(b5) IB^y#^ : 21 (J232—G4h) £§B*6©7$ y^BB?yfr £&£ft 

(b6) BB^y#^ : 22 (J259-z107) K§E*6© y^BB^fr £&£> 

ftfrH|I% 

(b7) BB^y#^ : 23 (J300—z 107) KIE**©^ J I£BB^Ifr£>&£ 

ftfrH|I% 

(b8) BB^I#^ : 24 (J327-z107) tClEtScCDT7^ J WM^I? bt£.Z> 

ftfr H|I% 
(b9) BB^I#^ : 25 (J327-z119) KIE**©^ J I£BB^Ifr£>&£ 

ft^Hit 
(b10) BB^I#^ : 26 (J339-z119) KIE**©^ J I£BB^Ifr£>&£ 

ftfrH|I% 

(b11) BB^y#^ : 27 (J346-z107) tClEtScCDT7^ J WM^I? bt£.Z> 
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?i,14K1-1$14, 

(b12) 	fie,M# 1-41  : 170 (J142-G4h) t:.:1-2a07z i REM/3\ 6 74:Z 

ii-t141-1t14, 

(cl) 	ge,M#14 : 8 (1_2-k) 	6:.-.1Ba0)7Z iggtgUl_113\ 1;tSZtivi*L$14 

, 

(c2) gERI*14 : 9 (1_45-k) tz.-_,Ea107 	JRgEN13` 6tSZfic1*l_ 

t14, 

(c3) ge,M# 1-4 : 28 (L248-k) 6ZENC0D7Z JOHOilb\i;tszfA1* 

314, 

(c4) gEN*E-41  : 29 (L324-k) (Zgaaa)7z i REM /3\ 6 tszttv1* 

Lgt, 

(c5) gEN*E-41  : 30 (L334-k) 6zlaa0)7z i REM/3\ 6  tszt-A4 

314, 

(c6) gEN*14 : 31 (L377-k) 6ZENC0D7Z iRge,Mb\ itsZt-Al2tK 

Lt14, 

(c7) ge,M# 1-41  : 32 (L404-k) 6ZENC0)7Z ingtgOlib\ itSZti-f,14K 

314, 

(c8) AUli# 1-41  : 33 (L406-k) izgaa 0)7 Z ) PAN,Ni3\ i= tS Z ti-V4K 

1314, 

(c9) gEN*1-41  : 34 (L408-k) 6zgaao7z i REM/3\ (-3 tszt-A4 

314, 

WO 	fiaN#'-4 : 171 (L180-k) 6z.-_,kaax7 Z ) RIAULliP 6 tsZti-i, 

413A. 

[IN**13] M—o)t 1)'-7° 	l'7`, EA** 1 20 (al) — (a14) 01,\Tt1,75\ 

1::_gai,1‘40RUKOHML 	(c1) — (c10) 00T4-1./3`t,:giBiroDfiti4c0Lti4 

IP 6 tS.ZiA1413%-a -  Z i E I- — 7°  L *4 - 	mE I- — 7c'tzeca--  

?LIFAiii-a3,131i1A-a.)-, 	Ma)71t 1), •7° 	Kff, 	gi$3RIA 1 2 a) 	(b1) 	— 

(b12) 	o1,\Ttt.b\6zgaa0)ty-̀v14K0H$14L 	(ci) 	— (cio) 	oki\ T41.13\ 

(0LO) ~ (LO) :?$HG0TOG02>2§-1^'lM-^G0 (Ziq) 

~ (iq) coz iimm i 
<2—I 7\X9£IiB J0C-i ^T§.£^1 >?TO2#^^ 

f$10TO0S2§-KW,M0 (013) ~ (13) ^WH(D*y±tt(DB2i-1 

VU^CD (t7ie) ~ (IE) CDZ Lll^ll V?.H +£>s(\$i(D-M [£lll^*l] 

Oi-08i~i) 1/.1 "• ^sr^3i (01°) 

vIfl 

TO 2# <5 ^ M Sill r -1 (>1-80171) t7£ : ^#[i4SI (6°) 

vIfl 

TO £^9^043111^ ^03*31-1 (>1-90171) ee :-^#[i^as (8°) 
vIfl 
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